National Center for Toxicological Research

FY 2000 FY 2001 FY 2001 FY 2002 FY 2002 +/-

Actual Appropriation Current Estimate¥ | FY 2001

Estimate V Current

Estimate
Total Program Level ¥ $36,522,000 $35,568,000 | $35,490,000 | $36,943,000 | + $1,453,000
Center (3000) $36,522,000 $35,568,000 | $35,490,000 $36,943,000 | + $1,453,000
FTE 217 230 230 232 +2
Budget Authority ” $36,522,000 $35,568,000 | $35,490,000 | $36,943,000 | + $1,453,000
Pay Increases +1,094,000
Food Safety $2,354,000  $2,754,000 +400,000

¥ Refledts enacted levels adjusted far the 0.22 percent resdssion, accounting far $78,000 inthe NCTR program.

% Reflects decrease in base funding from FY 2001 of $41,000, for Human Subject Protection & Bioterrorism.

¥ Pay increases shown on separate line, and not reflected in individual program areas

Historical Funding and FTE Levels

Fiscal Year ProgramLevel Budget Authority User Fees Program Level

FTE

1998 Actuals $32,189,000 $32,189,000 0 218

1999 Actuals $32,109,000 $32,109,000 0 223

2000 Actuals $36,522,000 $36,522,000 0 217

2001 Current $35,490,000 $35,490,000 0 230

Estimate

2002 Estimate $36,943,000 $36,943,000 0 232

MISSION
. Conduct peer-reviewed scientific research that provides the basis for FDA to make sound,

science- based regulatory decisons, and to promote the hedth of the American people
through the Agency’s core activities of premarket review and post-mark et surveillance;
. Conduct fundamental and applied research aimed at understanding critical biological
events, such as adverse drug reactions and/or artibiotic ressance, to determine how
people are adversely affected by exposure to products regulated by FDA;

. Devel op methods to measure human exposureto produds that have been adulterated or
to assess effectiveness and/or safety of a product; and,
. Provide the scientific findings used by the FDA product centers for pre-market goplication

review and product safety assurance to the scientific community for the betterment of

public health.
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REQUESTED INCREASES

Pay Increase + $1.,094.000

FDA'’s requed for funds to cover pay cost increasesis vital to the Agency because personnel are
S0 essentid to accomplishing its mission. Pay increases have a mgjor impact on FDA because the
Agency is more people-intensive than many other government agencies Payroll accounts for over
60 per cent of the total FDA budget. This has a significant impact on al activitiesin FDA. The
costs of thepay increases are necessa’y to enaure the integrity of the Agency's work at the NCTR
for research functions.

In order to maintain the level of adivities carried out in FY 2001, FDA is requesting $40,000,000
to cover the cost of the FY 2002 pay raise, annudizaion of the FY 2001 pay raise, anticipated
within grade incresses, and one extraday of pay. The NCTR program portion of this incresseis
$1,094,000.

Food Safety + $400,000 and 2 FTE

An effective food safety system must be based on sound science and be capable of deding quickly
and effectively with current and emerging public health concerns on the basisof the risk they
present to the consumer. Rik analyses, including an assessment of food safety and public health
risks and benefits, are helpful in defining the extent of scientific certainty and in helping decision-
makersmake the difficult ded sons a science-based food safety sysemrequires. Inorderto
protect health and manage risk, effective production, marketplace and disease surveillance
monitoring and other basic public health functions are essential. FDA must identify, contain and
respond to foodborne outbreaks, assess antimicrobial resistance, and manage the array of animal
drugs used in feed domestically and in foreign countries, thus reducing the exposure to dangerous
drug residues. Information and education play a critical role in ensuring that everyone involved
fulfillsther respongbilitiesfor food safety. Creating effective food safety policies and programs
and building public confidenceinthe food safety sysgem requires open, trangparert decision
making and accurate, timely exchange of information and ideas among government and other
stakeholders.

Aspat of thenationd food safety initiative to improve and protect our nation'sfood supply,
NCTR has taken full advantage of its multi-disciplinary, intra- center research capabilities and
continues to focus resources on deveoping new scientific techniques and risk assessment models
in support of the Food Safety I nitiative. NCTR will:

. Develop new methodologies to identify adverse effects of genetically modified foods,
drug residues in foods and antibiotic-resistant strains of bacteria, using newv molecular
biomarkers and methods resulting from identification of the human genome. These
methods involve combining information on genes and proteins with computer technology
to understand what causes specific biological events; and,
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Develop new rik assessment methods A new approachwill be vdidated for
incorporating model uncertainties into microbial rik assessment.

JUSTIFICATION OF BASE

Activities Related to Increases for FY 2002

Payroll

FDA’s National Center for Toxioological Research conducts fundamental and applied
research amed a understanding critical biologica events, such as adver se drug reactions
and/or antibiotic resistance, to determine how people are adversely affected by exposure
to products regulated by FDA. The center provides the scientific findings used by the
FDA product centers for premarket gpplication review and product safety assurance to
the <cientific community for the betterment of public health. NCTR devd ops methods to
measure human exposure to products that have been adulterated or to assess effectiveness
andor s&ey of a product.

Food Safety

Develop new methods to assess antibiotic resistance on the farm and in processed food, as
part of the Food Safety Initiative

Other Activities Related to High Priority Areas

Premarket Activities

Create databases used to predict adverse impact of estrogenic or hormonal compoundsin
humans. This work is being conducted in conjunction withthe American Chemistry
Council and stientigts a the Environmentd Protection A gency.

Assess individual susceptibility to toxicants using advanced technology tools such as DNA
microchip arrays and bioinformatics to more rapidly interpret the data generated by
microarray and proteomic technology. Scientists are studying the effeds of toxicants on
gene expression profiles and are developing techniquesto preda individual susceptibility
to disease/drugs. Several of these efforts are collaborative between the NCTR, industry
and academia.

Geneticists are developing and validating snsitive and predidive transgenic systemswhich

cross species boundaies to identify, quantify and understand how chemicals damage
human genes.
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Postmarket Activities

Develop, patent and market products to detect food decomposition, such as Fresh Tag ™,
aproduct sdected by Popular Scienceas the “Best of What's New” Award for 1999.

Provide datato set new standards of assessment and improve risk decisons for FDA-
regulated compounds such as corn contaminants, pediatric sedatives, and aquaculture
therapeutics.

Conduct carcinogenicity studies on the combined effect of exposure to sunlight and the

use of cosmetic products containing alpha-and beta-hydroxy acids. Thisisajoint effort
with the National Institute of Environmental Health Sciences.

Selected FY 2000 Accomplishments

Developed new strategies and methods to predict toxicity and assess/detect risk for FDA

regulated products (new and on the market)

Used a multi disciplinary approach to predict human toxicity and to evaluate human risk
using appropriate animal and non-animal models.

Predicted human toxicity using transgenic rodents carrying critical reporter genes and
human cdl lines. Researchers continued to develop laboratory methodsthat closdy mimic
human genetic response and predict human genetic damage due to drug and/or product
interactions.

Developed anew biologica assay to measure genetic changes and validated two existing
models that predict human genetic damage. These systems are capable of smulating
human exposure, increasing the ability to detect weak carcinogens, and decreasing the
time required for determining mutation induction inthe human genome.

Established a Collaborative Research and Developmert Agreement with private industry
to develop gene chip and gene array technology. The importance of risk chip technology
isthat it allows researchersto screen large numbers of people simultaneoudy for different
types of biological indicators of effect. Each person has a different genetic profile. By
looking at an individual’ s ereyme profileor the proteins in their blood, scientists can
identify specific markers that allow the identification of individuals at risk for adverse drug
reactions. ThisfacilitatesFDA review of individual susceptihility using profiles of agerts
with known toxicities and allows selection of a diverse group of individuals for clinical
trials.

Resear ch includes thirteen major studies to identify ten bio-markers of the most frequently

occurring cancers (pancreatic, colorectal, breast, larynx, ovary, lung, urinary bladder, bone
marrow, esophagus, and prostate) in highly susceptible subpopulations. Scientists have
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focused their research on the foodborne carcinogens, drugs, and natura occurring
chemicals that have hormonal ectivity.

. The results to-date have proven that the DN A microarray chip has a 99 per cent agreement
rate with traditiona genotyping but is much faster. Thiswork provides assessment of the
relative risks of dietary and environmental carcinogens in human cancer so critical to risk
decision making.

Developed computer-based systems (knowledge bases) that predict human toxicity to
enhance the efficiency and effectiveness of pre-market product reviews

Estrogenic activity is found in FDA regulated products as well as environmental chemicals, such
as plastics and pesticides. Thus, it isimportant to understand the varying toxicological and
pharmacological properties and the mechanisms of action of these regulated compounds.

. Partnered with private industry, NCT R scientists developed a knowledge base for the
binding of chemicals to the estrogen and androgen receptor. This knowledge base
addresses FDA'’s needs for a better, more rapid, and cheaper method for evaluating
chemicals for potential estrogenic activity. Over 230 chemicals have estrogenic activity
that may be used to predict whether these compounds are hazardousto females at risk for
breast or uterine cancer. Studies on androgen receptor binding involving prostate cancer
are continuing.

. Made NCTR’s knowledge base available for use by the Center for Food Safety and
Applied Nutrition (CFSAN) and the Center for Drug Evaluation and Research (CDER) to
model estrogenic activity of products being reviewed.

. Incorporat ed these models into the NCTR Endocrine Disruptor Knowledge Base
(EDKB). The development of the computer-based esrogen moddsdonein conjunction
with industry via acooperative research and development agreement (CRADA) has
provided aprototype and framework for developing modelsfor predicting other types of
chemicaly induced toxic responses. These chemical classesinclude androgens (mae
hormones) and compounds toxic to nerve cells.

. Developed computer models by working with other scientists in the agency that use
measurable chemical properties (nuclear magnetic resonance and mass spectrometry
gpectra) of FD A regulated productsto predict human risk. These techniques will help
industry predict the safety of developed products and are a part of an FDA submitted
patent. These models will continue to be applied to specific regulatory issues across a
number of FDA product centers, and will aid in the making of regulatory decisions.
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Conducted fundamental research to understand mechanisms of toxicity, assess new product

technology and provide methods for use in FDA standards development and product risk

surveillance

Research supported through an interagency agreemert withthe National Institutes for
Environmental Health Sciences/National Toxicology Program (NIEHS/NTP) pemits the NCTR
to modify the rodent bioassay by including protocols to study mechanisms of toxic action that
improve interpretation of data. Asaresult, time for product review is decreased resulting in a
reduction in the cost of pre-clinicd trids. Studies of malachite green (used in aquaculture) and
endocrine-disrupting compounds (naturally-occurring and synthetic estrogens that effect
reproduction) are in process

Conducting long-term, multi-generation studies of compounds that disrupt normal
endocrine function, such as genistein (found in soybeans) and nonyl phenol (found in food
packaging). These gudies are providing data on how estrogens and anti-estrogens may
affect human devel opment and may contribute to increasing cancer rates.

Utilized the newly designed Phototoxicity Facility & NCTR to evduate the hamful effects
of skin exfoliants, such as apha-hydroxy acids. Use of apha-hydroxy acid containing
cosmeticsisincreasng asthe beauty-conscious public seeks drugs or cosmetic
preparations that will give a more youthful gopearance. The impact of continuoususe of
this type of treatment on the incidence of sunlight-induced skin cancer is not known. The
Phototoxicity Facility allows the research subjects (i.e., mice) to be exposed to either
simulated solar light or ultra-violet (UV) light. This research addresses the Agency’ sneed
to evaluate compounds of regulatory concern, such as alpha-hydroxy acids, found in many
over-the-counter cosmetics.

Developing methods to identify markers of food borne pathogens and to assess whether
these micr oorganisms are under going change, thus becoming more virulent. Thiseffort is
in collaboration with the FDA's CFSAN, Certer for Veterinary Medicine (CVM), and as
part of the Food Safety Initiative. Thisresearch capitalizes on partnerships with other
agencies auch as the United States Department of Agriculture (USDA). The Agency
needs state-of-the-art measurement of toxicity to strengthenitsrisk assessment of
products onthe markd.

Developed a project withthe CV M for isolation and identification of the bacteria in
competitive exclusion cultures, usng the nost reliald e genetic mcrobial identification
techniques available. Preliminary results have alerted CVM to the possibility that
competitive exclusion products can introduce bacteria with undesirabl e antibiotic-
resistance into the human food supply. Scientigs have also been evaluaing acell culture
modul e that can determ ne more quickly and accuraely whether acompetitive exclusion
product can effectively exclude Salmonella sp., Shigella spp., and Campylobacter Spp
fromintestinal cells. Thisassay will be availableto producers and the FDA to evauate the
efficacy of competitive exclusion products.
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National Center for Toxicological Research
Program Activity Data

FY 2000 FY 2001 FY 2002

Program Output Actual Estimae Estimae
Research Publications (Academia) 225 235 245
Scientific Presentations (Academia) 450 500 425
Pa ents (I ndustry) 4 5 6

Interagency Agreements (1AG)
(Government Agencies)* 5 9 10

Coopeative Research & Development
Agreements (CRADA) (Industry) 4 3 4

Ongoing Projects Under Strategic God:

Develop new strategies and methodsto test or 55 60 98
predict toxicity and assess/detect risk for FDA

regulaed products (new and onthe market)

Develop computer-based systems (knowledge 5 9 25
bases) that predict human toxicity to enhance

the dfidency and effectiveness of pre-market

product reviews

Conduct fundamental research to understand 133 143 80
mechanisms of toxicity, assess new product

technology and provide methods for use in FDA

standards development and product risk surveillance

Total Ongoing Research Projects 193 212 203

* One lAG includes 22 separ ate projects.

Note The decrease in program activity within thestrategic goalsfrom FY 2000 toFY 2001 isdue to shiftingthe
focus of NCT R’sresearch to toxi city predictionm an areacritical to FDA’s premark et revi ew.
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Tobacco Enforcement and Evaluation

(Budget Authority in Millions)

FY 2000 FY2000 FY 2001FY
2002
Enacted Actual Appropriation Request
Total $34.000 $5.701 $0 $0
Total FTE 25 21 0 0

On Augud 23, 1996, FDA issuel itsfinal regulationrestricting the sale and marketing of

ni cotine-containing cigarettes and smokelesstobacco products. T he rule contained a
comprehensive set of provisions that limit young peoples access to tobacco products, as well as
restrictions on the marketing of these products to minors. The rule was the culmination of an
intense multi-year investigation that sought to determine if FDA had jurisdiction over these
products, and if so, what form regulation should take.

The cigar ette, smok eless tobacco, advertising and retail industries, and others brought suit in the
United Staes Didrict Court for theMiddle District of North Cardina (Greenstoro Division) to
invalidate FDA's assertion of jurisdictionand enjoinitsregulations. Argument was heard on
February 10, 1997 and the Court issued its decison on April 25, 1997 upholding FDA's
jurididion anditsaccess and | abeling regulations. The Court hdd that the statutory provision
relied on by FDA did not provide FDA with authority to regulate advertising and promotion of
tobacco products. Furthermore, the court delayed implementation of all remaining provisions,
pending appeal, except those for age and photo identification tha had gone into effect on
February 28, 1997.

Both the govemment and plantiffsappealed to the United States Court of Appeals for the Fourth
Circuit. On Augug 13, 1998, the Fourth Circuit issued itsdecision finding the FDA's assertion of
jurisdiction and isuance of regulationsinvalid. On April 26, 1999, theU.S. Supreme Court
granted the Petition for a Writ of Certiorari filed by the Solicitor Genera. The granting of the
petition continued a gay of the issuance of the Fourth Circuit's mandate while the Supreme Court
considered the case. The age and idertification provisions of FDA'stobacco rule in effect since
February 1997 therefore remained in effect pending the Supreme Court's final decision.

On March 21, 2000, the Supreme Court, ina 5-4 decision, affirmed the dedsion of theU.S. Court
of Appealsfor the Fourth Circuit that FDA lacks jurisdiction under the Federa Food, Drug, and
Cosmetic Ad to regulate cigarettes as they are customarily marketed. FDA immediately began
the process of an orderly shutdown. This following information summerizes FDA's shutdown
activities for FY 2000.
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Enforcement

Within several hours of the Supreme Court's ruling, FDA issued termination notices viae-mail to
the States and Territories under contract with FDA to enforce the Age and ID restrictions. FDA
informed its contractors of the Supreme Court's decision, terminated their contracts for the
convenience of the government, and directed them to stop conducting FDA compliance checks at
tobacco retail establishments.

On April 7, 2000, in consultation with FDA's Contracts Office, FDA issued interim guidance via
e-mail to States regarding termination activities, including invoicing, settlement proposals and
inventory. On April 14, 2000, FDA's Contracts Office authorized Statesto continue doing
specified work-in-progress in order to prevent undue loss to the government. Thiswork included
returning al compliance check formsto FDA, resolving questions concerning completed
compliance checks, submitting afinal quarterly report, and storing evidence. Under Federal
Acquigtion Regulations (48 CFR Part 52), the FDA Contracts Office issued deadlines for specific
termination activities:

. July 19, 2000 — States and Territories submit their final inventories of Federally owned
equipment and furniture

. September 30, 2000 — States and T erritories submit al vouchers seeking reimbursement
for work under their contracts

. March 21, 2001 — Statesand T aritories submit settlement proposdsfor closing out their
contracts with FDA

Currently, FDA is evaluating invoices and sttlement proposals, and making final payments to
settle contracts with its State and Territory contractors.

Compliance-Based Outreach

On March 21, 2000, FDA issued a stop work order to Arnold Communications the national
advertising firm under contract to conduct a multimedia ad campaign targeted to retailers and
conumers. Currently, FDA is evaluating Arnold’ sinvoices and settlement proposal in order to
make a final payment and close out their cortract.

Regulation
In FY 2000, FD A had planned on exploring questions associated with product regulation,

including classification and qudity sysem regulations to ensurethat the health consequences of
tobacco products or their ingredients, additives or constituents are made less harmful. No funds
were expended as of March 21, 2000, so the associated funding for this activity was included as a
part of FDA's FY 2000 tobacco reprogramming requests approved by the House and Senate.
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(For Information Only, Field Request is Included with Programs)

Office of Regulatory Affairs

FY 2000 FY 2001 FY 2001 FY 2002 FY 2002 +/-
Actual Appropriation Current Estimate FY 2001
Estimate Current
Estimate
FTE $(000) FTE $(000) FTE $(000) FTE $(000) | FTE $(000)
Program Level | 3,093 | 308,280 | 3,283 | 324,046 | 3,204 | 323,372 | 3,467 | 386,875 263 | 63,503
Total
By Program:
Foods | 1,556 | 155,115 | 1,580 | 160,151 | 1,542 [ 159,799 | 1,620 | 184,034 78 | 24,235
Human Drugs 737 70,853 819 73,336 799 73,189 836 85,454 37 | 12,265
Biologics 211 19,426 238 22,474 232 22,426 250 27,520 18 5,094
Anima Drugs 135 13,122 158 15,044 154 15,011 255 27,486 101 | 12,475
& Feeds
Devices 454 49,764 488 53,041 477 52,947 506 62,381 29 9,434
Total Budget | 3,003 | 291,814 | 3,193 | 306,373 | 3,114 | 305,699 | 3,313 | 348,911 199 | 43,560
Authority
Total User 920 16,466 920 17,673 920 17,673 154 37,964 64 | 20,291
Fees
Historical Funding and FTE Levels
Fiscal Year Program Level Budget Authority User Fees Program Level
FTE
1998 Actuals $262,079,000 $246,918,000 $15,161,000 3,129
1999 Actuals $280,719,000 $266,038,000 $14,681,000 3,153
2000 Actuals $308,280,000 $291,814,000 $16,466,000 3,093
2001 Current $323,372,000 $305,699,000 $17,673,000 3,204
Estimate
2002 Estimate $386,875,000 $348,911,000 $37,964,000 3,467
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MISSION

. Achieve effective and efficient compliance of regulated products through high qudity,
science-based work that results in maximizing consumer protection.
. Conduct investigational and laboratory fundions for all of FDA’s mgjor product

areas—Foods and Cosmetics, Human Drugs, Biologics, Anima Drugs and Feeds, and
Medical Devices and Radiological Products, both before and after marketing.

. Respond rapidly to various types of emergencies, and redirect field efforts during the year
among FDA'’ s different programs to respond to unforseen emergencies.

. Monitor clinical research and conduct in-plant preapproval inspections to ensure that
manufactured products are safe and effective.

. Determine whether import entries comply with FDA regulations.

. Perform outreach to consumer groups, health professionals, statesand indugry to

encourage compliance and safe use of FDA-regulated products.

The Office of Regulatory Affairs (ORA) field staff support Agency premar ket activities by
conducting preapprova ingpections and laboratory methods validations when requested by
program managers reponsible for premarket application decisions. These inspections, which can
be of either foreign or domedic establishments include bioresearch monitoring inspections of
clinical research that is part of premarket applications. Other premarket inspections are
conducted in manufacturing facilities to determine if the facility is able to manufacture the product
to the specifications stated in the application. Inspections are generally performed by consumer
safety officers who may be accompanied by alaboratory anayst if review of manufacturing
information in the application suggests that additional |aboratory expertise is appropriate to assess
the facility. Laboratory method validations are conducted to confirm that the methods described
in the premarket application work as described in FDA laboratories.

Field invedigators and laboratory analysts conduct foreigninspections for both premarket
approval and postmarket compliance purposes. FDA product center managers select most
establishments for inspection. Postmarket foreign inspections inthe drug, biologic, anmal drug,
and device programs are conducted to assess Good Manufacturing Practices (GMP). Thisis
consgstent with the biennid ingpection requirement that Congress requires of domestic
manufacturersin these programs. While Congress mandated that domestic manufacturers be
inspected every two years, foreign manufacturers are not included in this requirement. Beginning
in FY 1999, the Foods program, which hashistorically supported fewer than 100 foreign
inspections, began to expand the number of foreigninspections. About 250 foods foreign
inspections are planned for FY 2001.

In addition to conducting regular surveillance over regulated products, the field workforce also
serves a critica function when the Agency must respond to emergencies. The fild work force is
ableto by immediately mobilize to investigate reports of product problems including tampering
incidents and those due to naturd disasters such as hurricanes, floods and earthquakes. The fidd
workforce isaso involved in informing businesses and consumers about FD A-related topics, and
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inworking with sate and local agencies to develop programsthat make the best use of Federd,
State, and local resources in protecting the public health.

To complemernt the regular fidd force, the Office of Criminal Invegigations (OCI) was
estaldished inFY 1992 aspart of FDA's efforts to more effectively invegigae instances of
criminal activity in the regulated industries. Agents are given irtensive training at the Federal Law
Enforcement Training Center in Glencoe, Georgia, and are assigned to offices throughout the
country.

Field facilities include Regiond Offices, Digtrict Offices, laboratories, OCI field offices, and
resdent posts. The five Regional Offices are staff offices which coordinate FDA activities and
also coordinae with date authorities. The 19 District Offices serve as officesfor invedigators
and compliance action staff, and are the main control pointsfor day-to-day operationsin their
assigned areas. The current inventory of 13 laboratories provide FDA'’s basic field product
testing capahility. A number of these |boratories serve as Pecialized facilitiesfor certain types of
testing and new regulatory methodsdevelopment.

FDA also maintains more than 120 resident posts distributed widely across the country. These
are smaller offices which serve primarily as a base for investigators so that FDA can have
invedigative staff widely digersed to respond to emergencies whenever they occur, as quickly as
possible to minimizeany potential harm. With all of these Field facilities combined, FDA
maintains officesand staff in 49 of the States, and inthe District of Columbiaand Puerto Rico.

In 1994, the Field Laboratory Consolidation Plan was approved caling for the number of field
laboratoriesto be reduced from 18t0 9 over 20 years. Under the plan, outdated facilities would
be closed and other laboratories would be renovated or relocated. The plan specified five large
total capecity/multipurpose regulatory |aboraories and four specialty laboratories. The five multi
purpose laboratories would be located in Atlarta, GA; Seattle, WA ; Jamaica/Queens NY;;
Jefferson, AR; and Irvine, CA. Currently, the Jamaica/Queens congtruction and Atlanta and
Seattle expansions are complete. The Jefferson, AR, construction is nearing completion, and the
second phase of the Irvine, CA, construction isslated for completion in 2003.

REQUESTED INCREASES
(For Information Only, Field Request is Included with Programs)

Pay Increase + $14,060,000

FDA'’s requed for funds to cover pay cost increasesis vital to the Agency because personnel are
S0 essentid to accomplishing itsmission. Pay increases have a mgjor impact on FDA because the
Agency is more people-intensive than many other government agencies Payroll accounts for over
60 per cent of the total FDA budget. This has a significant impact on al activitiesin FDA,
particularly the field. The costs of the pay increases are necessary to ensure the integrity of the
Agency's field labor force for inspections, compliance, and investigational functions.
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In order to maintain the level of adivities carried out in FY 2001, FDA is requesting $40,000,000
million to cover the cost of the FY 2002 pay raise, annudization of the FY 2001 pay raise,
anticipated within grade increases, and one extraday of pay. ORA’s portion of this incresseis
$14,060,000.

Thisincrease will enable the field forceto keep pace with agrowing and more technologically
complex and diverse regulatory environment. T he field force has been unable to grow to meet the
new challenges because the Agency had to absorb the costs of pay increases.

Bovine Spongiform Encephalopathy (BSE) + $10.,900,000 and 98 FTE

. Conduct additional training for Federal and State ingpectors on the BSE feed regulation,
update them onthe current European Union situation, Animal Plant and Hedth I nspection
Service (APHIS) authority and goproach, and wha to look for and how and when to

sample.
. Increase domestic protection by conducting 1,000 more domestic inspections.
. Increase leveraging with State agencies by funding approximately 4,000 contract

ingpections of feed mills and renderers, and conduct compliance, follow-up, and audit
inspections to state contracts.

. Collect and anadyze 600 new domestic and 600 new import feed and feed component
samples for BSE related contaminants to ensure proper labeling of animal feeds and feed
components.

. Provide intensive line entry and label review of an antidpated 175,000 import line entries
for use in domestic commerce for the Animal Drugs and Feeds program by expanding
import staff by 17 FTE.

Imports and Inspections + $22.000,000 and 83 FTE (Budget Authority + $7,300,000 and 36
FTE; User Fees + $14,700,000 and 47 FTE)

Budget Authority
. Increase monitoring of fraudulent drug import activities by increasing criminal
investigations and conducting 96 more authenticity analyses of imported drug products.

. Improve safety of domestic drug products by increasing sample analyses of domestic
products.
. Improve the safety of imported hiological productsby increasing the surveillance of

imported human tissues and other imported biological products.
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Increase coverage of domestic biologica products by conducting 18 more tissue bank
inspections.

Consult with the Center for Veterinary Medicine on developing compliance guidance and
revising the electronic review criteria, (i.e. may proceed criteria) based on current risk
assessments and risk based decision making of imported products.

Conduct 30 additional inspections for illegal drug resdue and chemica contaminantsin
animal feed and increase sampling.

Assure current information is available to import examiners to makewell founded
regulatory decisions.

Improve imported medical device compliance by increasing surveillance and product
testing of these products.

I ncrease domestic medical device surveillance by conducting 150 additional i nspections of
manufacturers.

Improve the confidence that FDA hasin the safety of foreign drugs, biological and device
produds by working towards implementation of the European Mutud Recogrition
Agreement and by intensifying drug inspections in devel oping countries.

User Fees

Improve the effedtiveness of cargo control activitiesat Ports, and the monitoring of
products that have been refused entry pending exportation or destruction, by working with
the U.S. Customs Service to increase coordination of import activities.

Increase inmport surveillance by expanding import entry review resources to keep pace
with the increase inline ertries.

Improve import surveillance activities by increas ng the frequency of on-screen entry
review and updating on arisk basis the criterion that determines whichimport line entries
are selected for on screen review.

M odernize the Operational and Administrative Sygem for Import Support (OASIS)
import data processing system to allow import reviewers to have rapid and direct access
to information necessary for entry decisions.

Increase data audits, import filer training, and liaison &ctivities to ensurethe integrity of
import data submitted by import filers.
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Patient Safety/AERS + $1.000.000 and 6 FTE

Increase patient safety by holding more public meetings to educate consumers and other
stakeholders about the prevention and reporting of medical errors.

Reduce medical errors by conduding more investigations of reported errorsto collect
informationthat program managersneed to assess the error and devel op error reduction
grategieswith manufact urers and the medicad community.

Accelerate the upgrade of field invegigational data systems to complement Agency error
tracking systems to provide better information on the incidence of medical errors.

Human Subject Protection + $6.400,000 and 32 FTE

Increase direct FDA oversight of bioresearch through an increase of 205 BIMO
ingpections inthe Human Drugs (80), Biologics (50), and Device (75) programs.

Improve the quality, consistency, and effectivenessof bioresearch nonitoring (BIMO)
ingpections by developing an investigators' certification program to provide training and
practica experience and assure that investigators keep pace with emerging issuesin
clinical research.

Improve compliance with the bioresearch regulations through a timely Clinical
Invedigator Disqualification Processand improvethe congstency of these disciplinary
actions among drugs, biologics, and device programs.

Improve the safety and quality of foreign bioresearch activitiesby developing new
relationships with foreign governments and participating ininternationd reguatory
standards organizations.

Food Safety + $9.300,000 and 44 FTE (Budget Authority + $5.400,000 and 27 FTE:; User

Fees + $3.900,000 and 17 FTE)

Budget Authority

Increase the number of State contract inspections by 1,000 (to atotal of 4,700) by
expanding the funding and coordination of State contract inspections.

Improve food safety activities by the States by expanding State audit inspections,
enforcement, and data reporting for State inspectional and compliance activities.

Increase the utilization of State inspectional data and findings by having more States enter
inspection data directly into FDA field data sygems.

Improve the safety of the domestic food supply by conducting 400 more domestic sample
analyses for foodborne pathogens and contaminants.
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User Fees
Food Safety-Export Certification

. Facilitate internationa trade by preparing export certificates on atimely basis and in the
languages required by current international agreements.
. Provide reimbursement of operating coststo allow existing food safety resourcesto be

more effectively utilized for inspections and sample analyses.

Current Law User Fees + $1,380,000

Prescription Drug User Fee Act (PDUFA) + $1.375.000

The Food and Drug Administration Modernization Act of 1997 reauthorized the collection of user
feesto enhance the review process of new human drugs and biologicd products through

FY 2002 and established fees for applications, establishments, and approved products. In FY
2002, based on the information currently available and the statutory PDUFA formulas, an increase
of $1,375,000 isincluded for the field activities.

Mammography Quality Standards Act + $5,000

The Mammography Quality Standards Act (MQSA) of 1992 was reauthorized in 1998 for an
additional five years (P.L. 105-298). FDA requests an increase of $5,000 inMQSA authorized
Inspection user feesto cover inflaionary costs Thefees collected will pay for overhead cogs
related to inspections.

JUSTIFICATION OF BASE
Activities Related to Increases for FY 2002

Payroll
. ORA is primarily responsgble for conducting inspections of regulated industry, and

collecting and analyzing samples. Other activitiesthat often arise are review and
management of enforcement actions, consumer complaints, trace back effortsto determine
the cause of food borre ilIness outbreaks, and review of import ertries for adm ssibility
decisions. These fundions are inherently governmental and highly personnel intensive.

Bovine Spongiform Encephalopathy (BSE)

. Conduct inspectionsof licensed and unlicensed feed mills for compliance with BSE
regulations.
. Coordinate with State agencies to enforce the BSE regulations.
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Imports and Inspections

Provide criminal investigation of reported product tampering, counterfeit products and
other fraudulent criminal activities involving regulated products.

Provide emergency operation, investigation and response for inadents involving regul ated
products.

Develop laborat ory anaytical methods to permit the analyses of products for chemica and
microbiological hazards.

Inspect about 14,000 domestic and 900 foreign establishments.
Fund about 13,600 State contract inspections.

Review 6,300,000 import line entries for admissibility into domestic commerce.

Patient Safety/AERS

Provide training for field staff to improve the information gathered through invedigation
of consumer complains.

Provide health education for U.S. consumers about FDA-regulated products, which may
impeact ther health adversdly.

Human Subject Protection

Conduct Bioresearch Monitoring inspedions and data audits in the human and animal
drug, biologic, and medical device areas to monitor the methods and reporting of FDA
regulat ed research.

Inspect clinical invedigators to protect the rights and welfare of human subjects involved
in FDA regulated research, and to assure the quality and integrity of data submitted to the
Agency in support of new product approvals.

Food Safety

Conduct inspectionsof all high-risk domestic food establishments, currently identified at
6,250. Laboratory capabilities are being enhanced for the analytical support associated
withthe levd of inspectional activity. High risk egablishmentsinclude processors of
infant formula; processors of ready to eat foods, or produce; seafood product processors,
low-acid canned food processing plants and juice processors.

| dertify the food source and contaminant of foodborre illness outbreaks ranging from
chemical, microbiological, and physical hazards.
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Continue State contract audit ingpections to ensure consistent application of regulations
nationwide by FDA and the States.

Replace outdated field laboratory equipment to improve the accuracy and timeliness of
food product analyses to deter mine compliance with safety requirements.

Activities Related to Other Priority Areas

Internet Drug Sales

Continue the monitoring of potentially frauduert Intermet stesto identify targetsfor
investigation and sanmpling of products.

Conduct undercover onlire purchases of prescription drugs from Internet sites suspected
of engaging in illicit drug sales, distribution, and/or marketing.

Reduce the health risks to individuals ordering pharmaceuticals from foreign sources over
the Internet by providing oversight of mail and courier packages entering from foreign
sources and destined for individuals e.g., personal importations. These personal
importations are largely excluded from FDA’ seectronic import data system.

Premarket Activities

Improve the quality and timeliness of product reviews through monitoring pre-approval
Inspections and by expanding inspectiona expertise in emerging technologies and
expanding quality assurance to monitor the inspection process.

Recruit, hire and train new investigators and provide training, information technology and
contract support to improve the scientific expertise of field investigators. Thistraining
enables the investigators to conduct the pre-market inspections that are essential to meet
pre-market review time frames.

Countering Bioterrorism

Participateinthe planning for and coord nation of exercises simulaing reponses to
bioterrorist attacks.

Develop anoatification system for bioterrorism incidents (including hoaxes) with the
Federal Bureau of Investigations (FBI) who will notify FDA through our 24- hour
emergency number regarding any threat that may involve an FDA regulaed product.

Inspect of drug and vaccine manufadurerswhose products may be sockpiled as part of
the Government’ s bioterrorist efforts.
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International Activities

Plans for FDA'’s international inspection program continues to be one of the Agency’ s top
priorities as more FDA regulated products originate from foreign sources. The Agency’s
international inspection program is paramount in attaining confidence that all imported
FDA regulated products meet the same sandar ds as domestic goods. While FDA is
working to foster effective international inspection cooperaion agreemerts, the primary
tool for this assurance is for FDA to conduct international inspections.

Selected FY 2000 Accomplishments

Science

Implementation of Pulsed Field Gel Electrophoresis (PFGE). DNA finger printing by
PFGE is one of the most important tools to combat foodborne outbreaks. ORA
established PFGE capability infivefidd laboratories. This method can provide timely
identification of the source of contamination. Thistechnique has been successfully used in
several outbreak stuations involving Salmonella and Listeria monocytogenes.

Development of Antibiotics Sensitivity Screening of Salmonella. The emergence of
antibioticsresstance has become amajor public health concern. Of particular interest is
the emergence of Salmorellawith resistant genes to multipleantibiotics. FDA needsdata
on the extent of antibiotic-resistant Salmonellain our food supply. ORA has established a
program of screening Salmonellaisolates from foods in our Denver laboratory. In FY
2000, about 250 Salmonellaisolates were screened and several multiple-antibiotic resistant
strains were found.

Imported Produce Analyzed for Pathogens. ORA analyzed 1,000 freshimported
produce samples for microbiological pathogens. This first sygematic look at this digtary
significant group of foods for pathogens found approximetely 5 percent of the samples
contained pathogens. Pathogens detected were Shigella and Salmonella spp.
Commodities found positive induded: cantaloupe, celery, cilantro, green onions, lettuce
and pardey.

Investigations

ORA conducts inspections to evaluate regulated establishment operations against
appropriate Agency requirements. Inspections evaluate manufacturing processes; record-
keeping systems; warehousing practices; packaging or labding processes; quality control
laboratories; and, integrated livestock feeding practices. During FY 2000, ORA
conducted 15,146 inspections, including 880 foreign and 14,266 domestic ingoections.
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Domestic inspections funded by FDA appropriations may be conducted by either FDA
staff or by States under contract to FDA. When States conduct inspections under
contract, FDA isrequired to audit these inspections. There were atotal of about 13,900
State contradt inspedions. Of these, approximatdy 8,900 were inspections of
mammography facilities; about 1,000 were of feed mills; another 350 were tissue residue;
and, the rest, about 3,700, wer e food inspections.

Partnership and Support for States

FDA Funding of State/Local Task Forces. FDA funded 19 State Food Safety Task
Forces with Small Conference Grants totaling $96,500 and 13 grants totaling $530,000
for Innovative Food Safety Projects to State and local regulatory agencies that were
intended to complement, develop and/or improve food safety programs.

State Contracts. FDA awarded 39 state food contracts for over 5,100 food inspections
for atotal of $2,617,000;19 state medicated feed contr acts for 453 GMP/BSE inspections
and 96 B SE-only inspections for a total of $330,000; 15 state tissueresidue contrads for
548 ingpections for atotal of $260,000; and negotiated and awarded 47 Mammography
Quality StandardsAct (MQSA) contracts.

Partnerships. At the close of FY 2000, there were over 177 Partnership Agreements
between FDA and various State/local regulatory agencies, associations, industry, and
academia. This represents anincrease of approximately 12.7 percent over FY 1999.

Enforcement Activities

Protection of Participants in Gene Therapy Trials

FDA and NIH amounced two new programsto further srengthenthe safeguards for
individuals enrolled in clinical studiesfor gene therapy. These two new programs-- the
Gene Therapy Clinical Trial Monitoring Planand the Gene Transfer Safely Symposia --
are part of ongoing efforts to ensure the safety of patients errolled in gene therapy clincal
trias.

University of Pennsylvania. From November 1999 to January 2000, FDA conducted an
inspection of the Inditutefor Human Gene Therapy locaed at the University of
Pennsylvania. Subsequently, FDA placed all trials sponsored by Dr. James Wilson,
Director of the Institute, on clinical hold. Following issuance of aWarning Letter, the
University determined that it would no longer conduct experiments on humans.

St. Elizabeth’s Medical Center. In February 2000, FDA put the gene therapy research
being conducted at St. Elizabeth’'s Medica Center of Boston on clinical hold. Following
an inspection in March 2000, aWarning L etter wasissued concerning violations of
regulations governing the proper conduct of clinical studies and the protection of human
subjects.
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Consent Decrees

Abbott Laboratories. In November 1999, Abbott L aboratories signed a Consent Decree
of Permanent Injunction rdated to manufacturing problems concerning many of itsin-vitro
diagnostic tests. As anequitableremedy of disgorgemert, the firm also agreed to pay
$100,000,000 to the U.S. Treasury. The dollar amount sets a precedent as the largest
amount of money ever paid by an FDA-regulated company for acivil violation of the
Federal, Food, Drug and Cosnetic Act.

Wyeth-Ayerst Laboratories. 1n October 2000, Wyeth-Ayerst L aboratories Dividon of
American Home Products Corporation and Wyeth-Ayerst Pharmaceuticals, Inc., signed a
Consent Decree of Permanent Injunction based on afailure to comply with FDA's GMP
regulations. Asan equitable remedy of disgorgement, Wyeth alo agreed to pay
$30,000,000 to the U.S. Treasury.

Recalls

Clinipad Antiseptic Sterile Products. An FDA inspection of Clinipad Corp., Charlotte,
NC, in January and February 2000, resulted in therecall of over 925,000,000 sterile
produas and 900,000,000 non-sterile productsbecause of CGMP deviations. Recall of
these products involved three program areas — Drugs, Devices, and Biologics.

Rich’s MSM Eye & Ear Drops. Inresponse to a consumer conplaint, FDA laboratory
analyss of asample of Rich's MSM Eye & Ear Drops revealed contamination with yeast
and a bacteria that can cause severe, and potentidly sght-threstening, eye injuries. This

resulted ina Class | recall in August 2000.

Dialysis Catheter Anticoagulant — TriCitrasol. In April 2000, a Class| recall resulted
when an FDA investigaion tha was initiated inresponse to an adverse medical report
disclosed that tri Citrasol, an ungpproved dialys s catheter anticoagulant, may cause deah
when infused into patients. A patient death was, in fact, associated with use of the
product.

Dietary Supplements Containing the Prescription Diabetic Drug Glycuride. During
February and March 2000, several recals of herba products were initiated due to the
presence of undeclared prescription diabetic drugs, glycuride and phenformin. Both drugs
are used to lower blood sugar. Recalls of such products were initiated by Sino American
Health Products, Inc.; Chinese Angel Health Products, Inc.; and, Diabetic Capital (US)
LLC.

Internet Drug Sales

FDA continues to take regulatory and enforcement actions against violative Internet drug
firms. There are severd reviewsfor regulatory action underway, and numerous active
criminal investigations. ORA continues to issue cyber lettersto violative foreign
pharmacy sites and is extending the use of cyber lettersto domestic sites. Sites sdlling
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recreational drugs, as wdl as those identifiedin a recent rash of cases involving the sale of
bulk active drug ingredientsto personswho distributed it illegaly in capsules are receiving
increased attertion. Thelnternet Prescription Drug Sdes Ad of 2000 was tranamitted to
Congress in support of thisactivity.

. Christian Brothers Contracting Corporation Case. In April 2000, Judge John Gleeson
of the Eagern District of New Y ork, signed anorder granting the Government preliminary
injunctive relief against Christian Bros. Contracting Corp., and its Presidert, Jason Vale,
who had promoted laetrile (amygdalin), an illegal cancer treatmert, via multiple web sites.

Imports
. Global Harmonization. Inthe area of medical devices, ORA has been involved in many

activitiesthat fall unde the concerns of global harmonization. ORA has representation on
the Globa Harmonization T ask Force which has membership from Canada, the EU, Japan,
and Audralia as well asindustry members Thegroup has been devel oping guidance on
quality auditing, quality auditor qualifications, and quality audit reports.

. BSE Issues. FDA provided technical expertise and assstance to USDA in identifying
entry criteriafor import examination. FDA provided early information to its field offices
in the identification of products susceptible to BSE contamination, and instructions
regarding forwarding of thisinformation to local USDA/APHIS offices.

. On December 7, 2000, USDA/APHIS enacted an immediate prohibition on the
importation of all mea and bone meal (MBM), bone/meat/bl ood meals, tankage, offal or
any product containing such, which origirates directly from Europe or was
render ed/processed in European plants processing animal materias, regardless of the
species of origin, induding poultry and fish meal. This adion wasdeemed necessary
because of the possibility of cross contamination with the BSE agent. FDA isaued an
import bulletin (71-B02) on December 20, 2000, to disseminaethisinformationto field
import offices and to provide guidance to districts when they encounter any of these
products. Animport alert iscurrently being developed and should issue in 2001 to further
enhance erforcement strategy with regards to these products. ORA’s Division of Import
Operations and Policy is working very closely with CVM on thisissue as well as with
counterparts in USDA/APHIS.

. API/Bulk Drugs. FDA hasprovided joint FDA/Cugomsenforcement instruction to
approximaely 200 fidd personnel. FDA hasengaged a private contractor (Battell€) to

examine FDA's import strat egy/procedures and to develop new Information Techrology
products to assist in import surveillance.

Training
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Investigator Certification. Certification is designed to provide investigatorswith
training to facilitate standardization of scientific investigations (and inspections) across the
Agency. The Device Certification Program has expanded into the Seafood Products and
Blood Bank and Plasma Center areas. T here are ten seafood investigator s certified at the
Level I1; twelve certified at Level 11 in the Blood Banks and PlasmaCenter Program.
Currently 110 investigat ors have been certified in the Medical Device Program.

Partnership and Support for States. ORA trained 1,879 State, local health depart ment
officidsto further compliance with FDA policies and procedures for investigators. This
training is critical to the mission of the Agency to train State employees to conduct
invedigations and meets ORA’s commitment to work proactively with state agercies to
protect the public health.

FACTS. The Field Accomplishments and Compliance Tracking System (FACTS) was
developed to centralize the data gathered by ORA into one nation-wide system. Four
courses were conducted during the past year with 124 participants in attendance

Emergency Operations

FDA tracked and investigated 98 pathogen-related incidents during FY 2000. Examples
of food bor ne pathogens tracked which spread across severd satesinclude a“salmonella
meunchen outbreak” in mangoes tha broke out in 13 states; anorwalk-like virus in potao
sdad that occurred in 11 states; and, a sdmonella anatum outbreak which occurred in
frozen carrots and peas that occurred in 8 states and Canada.

Non-pathogen related incidents were aso investigated by FDA. Approximately 97 non-
pathogen related incidents were recorded. Examples of non-pathogen-related i ncidents
are grouped in several areas. adverse reactions; injuries; chemical contaminants;
tampering; infections; recalls; foreign objects; natural disasters; counterfeit labeling; drug
residues; and, death. For instance, an example of anadverse reaction incident involves a
reaction to a vaccine tha resulted in the death of an infant; or, counterfeit labeling in

infant formula in the state of California. Other typesof non-pathogen related i ncidents
happen in natura disasters such as atornadoes in Texas and Minnesota; Hurricane Irene; a
fire in Los Alamaos, New M exico; and flooding in New Jer sgy.
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PROGRAM ACTIVITY DATA CHARTS

FIELD FOODS
FY 2000
PROGRAM OUTPUTS - DOMESTIC Actuals
Domestic Inspections - FSI by FDA
Non-HACCP Domestic 3,742
Seafoad HACCP Damestic 2,362

Domestic Inspections - FSI by State Contract

Non-HACCP 3,160
Seafoad HACCP 546
Domestic Inspections - FSI by State Partnerships

Non HACCP 1,956
Seafoad HACCP 418
Field E xams

Field Exams - FS| by FDA 81
Field Exams - Non-FS| by FDA 1,363
Laboratory Samples Analyzed

FSI 4,777
Non-FSI 4,735

PROGRAM OUTPUTS - IMPORT/FOREIGN
Foreign Inspections - FSI by FDA

HACCP 8
Non-HACCP 160
Seafood Importer (HACCP) 529
Import Inspections - FSI by State Partnerships

Seafoad Importer HACCP 15
Field E xams

Field Exams - FS| by FDA 8,713
Field Exams - Non-FS| by FDA 4,448
Import Laboratory Samples Analyzed

FSI 10,565
Non-FSI 4,549
Import Line Entry Decisions 4,134,307
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FY 2001
Estimate

6,200
4,700

3,660
542

1,000
400

80
1,720

5,980
7,750

10
250
700

10

3,650
7,200

12,000
9,200
4,590,000

FY 2002
Estimate

6,300
4,700

4,700
600

1,000
400

100
2,000

6,340
7,750

10
250
700

3,650
7,200

12,000
9,200
5,139,770

10



FIELD COSMETICS

FY 2000
PROGRAM OUTPUT - DOMESTIC Actuals
Domestic Inspections - by FDA 81
Domestic Labaratory Samples Analyzed - by FDA 48
PROGRAM OUTPUT - IMPORT/FOREIGN
Import Field Exams/Tests by FDA 241
Import Laboratory Samples Analyzed - by FDA 120
Import Line Entry Decisions 428,686

FIELD HUMAN DRUGS

FY 2000

PROGRAM OUTPUT - DOMESTIC Actuals
Non-Clinical/Clinical Study

Investigations (Bio-Research

Monitoring Inspections)
Domestic I nspections (Other) 912
Domestic Inspections by State Partnership 166
Domestic Preapproval Inspections(NDA/ANDA) 308
Domestic Inspections - Compressed Medical Gases 617
Domestic Samples Analyzed 1,593
Domestic Field Exams/Tests by FDA 21
PROGRAM OUTPUT - IMPORT/FOREIGN
Foreign Inspections (Other) by FDA 42
Preapproval Inspections (NDA/ANDA) 210
Import Field Exams/Tests by FDA
Import Laboratory Samples Analyzed by FDA 137
Non-Clinical/Clinical Study

Investigaions(Bio-Research

Monitoring Inspections)
Import Line Entry Decisions 102,414
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FY 2001
Estimate
80
45

240
115

505,849

FY 2001
Estimate

620
1,450
160
360
460
1,360
20

240

280
1,031

200

77

111,631

FY 2002

Estimate

80
45

240
115

566,551

600

3,700

100

FY 2002

Estimate

1,450
160
360
460
1,460
20

240
280

200

125,027

680

3,700

100



FIELD BIOLOGICS

PROGRAM OUTPUT - DOMESTIC

Non-Clinical/Clinical Study
Investigaions(Bio-Research
Monitoring Inspections)

Domestic I nspections by FDA

PROGRAM OUTPUT - IMPORT/FOREIGN
Foreign Inspections by FDA

Import Field Exams/Tests by FDA

Non-Clinical/Clinical Study
Investigations (Bio-Research
Monitoring Inspections)

Import Line Entry Decisions

FIELD ANIMAL DRUGS AND FEEDS

PROGRAM OUTPUT - DOMESTIC
Domedic Inspections - Feed Mill/BSE
(Medicated Feed Estaldishments) by FDA

Domestic Inspections - Feed Mill by State Cantract
Domestic Inspections - Feed Mill by State Partnership
Domestic Inspections - Tissue Residue by FDA
Domestic Ingpections - Tissue Residue by State Contr act
Domestic Inspections - Tissue Residue by State Partnership
Domestic Inspections - Bimo/Pre-Approval by FDA
DomesticInspections - All Othe

(Including Feed Contaminant) by FDA
DomesticInspections - All Othe

(Including Feed Contaminant) by StatePartnership
Domestic Field Exams/Tests by FDA
Domestic Labaratory Samples Analyzed by FDA

PROGRAM OUTPUT - IMPORT/FOREIGN
Fordgn Ingpedions- All Other

(Including Feed Contaminant) by FDA
Foreign Inspections Bimo/Pre-Approval by FDA
Import Field Exams/Tests by FDA
Import Lab Samples Analyzed - FDA

Import Line Entry Decisions
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FY 2000 FY 2001 FY 2002
Actuals Estimate Estimate
155 110 160
1,754 2,060 2,070
48 70
70
13 10 10
12 10
10
18,802 24,067 26,955
FY 2000 FY 2001 FY 2002
Actuals Estimate Estimate
445 760 1,760
972 450 4,450
89 80 80
209 120 150
341 340 340
30 30 30
108 110 110
219 450 450
11 10 10
4 0 0
2,320 4,200 4,800
2 50 50
30 40 40
199 100
100
277 170 770
146,310 155,089 173,699



FIELD MEDICAL DEVICES AND RADIOLOGICAL HEALTH

PROGRAM OUTPUT - DOMESTIC
Non-Clinical/Clinical Study
Investigations(Bio-Research
Monitoring Inspections)
Domedtic Inspections Pre-Approval
Domestic Inspections by State Partnership
Domestic Inspections (MQSA) by FDA
Domestic Inspections (MQSA) by State Contract
DomesticInspection (All Cther)
Domestic Field Exams/Tests by FDA
Domestic Labaratory Samples Analyzed by FDA

PROGRAM OUTPUT - IMPORT/FOREIGN
Foreign Inspections by FDA
Foreign Inspections (MQSA)
Foreign Ingoections Pre-Approval
Import Field Exams/Tests by FDA
Import Laboratory Samples Analyzed by FDA
Non-Clinical/Clinical Study
Investigaions(Bio-Research
Monitoring Inspections)

Import Line Entry Decisions

FY 2000 FY 2001
Actuals Estimate
236
156 200
32 150
564 630
8,879 8,960
1,106 1,310
1,046
154 340
282 250
16 16
51 30
503 1,100
1,305 1,380
13 10
1,532,167 1,761,992
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FY 2002
Estimate
250 325
200
150
630
8,960
1,460
1,340 1,340
340
250
16
30
1,100
1,380
10
1,973,431



FIELD OPERATION DEFINITIONS

Inspection (Foreign and Domestic)

Any vigit to an establishmert during which al or part of one or more phases of the establishment’s
operation are evaluated against appropriate Agency requiremerts. Phases of an operation include
such activities as: a manufacturing process; a record-keeping system; warehousing practices;
packaging/labeling processes; quality control laboratories; and integrated livestock feeding
practices.

Examples of food inspections routinely conducted by FDA include: determining of adherence with
good manufacturing practice (GMP) or good laboratory practice (GLP) regulations or similar
process standards; evaluating of overall sanitary conditions; determining operational failuresthat
led to the recall of a product; and determining the probald e cause of a product’s adversereaction
report or consumer conplaint.

Domestic Field Exam/Test

The onsite examination of a domestic product (or a foreign product in domestic channel sof
trade) that issufficient in itself to determine whether the product is in compliancewith the Ads
enforced by FDA. Exanples of food examsinclude visual, organol eptic (sensory examination
mog often assod ated with the evd uaion of decomposition of seafood), quick color (used for
rapid test methodswhich do not reguire instrumentation and rely onthe quick devel opmert of
color asthe test result) and rapid abrasion teds (used for the determination of toxic metals due to
the fect that abrason exposes colored surfaces likely to contain metals).

Import Field Exam (formerly Wharf Exam)

The examination of a product, inimport status, sufficient in scope to deter mine whether the
product is in compliance with the Acts enforced by the FDA for the attributes under
condderation. An import fidd exan may be conducted on produds discharged from vessls on to
the wharves (piers), pier sheds, and other locations; on products in trucks, trains, etc., at border
entry points; or on products set aside for FDA examination. Examples of food exams include
visual, organoleptic, quick color, and rapid abrasion tests.

Import Sample Analysis

The physica analyssof aproduct inimport satusto determine whether or not the product isin
compliance with the Acts enforced by the FDA. The physicd andyss of a product of domestic
origin, or aforeign origin if the product was collected in domestic channels of trade, to determine
whether or not the produc isin compiance with the Actsenforced by the FDA. Eachfood
sample may be analyzed for one or more of the following determinations: filth, decomposition,
microbiological contamination, pesticides, industrial chemicals, toxic elements, dioxins,
mycotoxins, natural seafood poisons, radionuclides, and food and color additives.
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Map ORA Offices
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Map ORA Current Labs
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Map ORA Future Labs
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Other Activities

FY 2000 FY 2001 FY 2001 FY 2002 FY 2002 +/-

Actual Appropriation Current Estimate ¥ FY 2001

Estimate ¥ Current

Estimate
Total Program Level ¥ $78,120,000 $79,020,000 | $78,873,873 | $94,796,000 | +$15,923,000
FTE 783 774 774 787 +13
Total Budget Authority” | $66,601,000 $66,878,000 | $66,731,000 | $80,666,000 | +$13,935,000
Pay Increases +3,235,000
BSE 274,000 574,000 + 300,000
Imports/Inspections 20,557,000 20,857,000 +300,000
Patient Safety/AERS 2,889,000 3,289,000 + 400,000
Human Subject Protect. 1,563,000 1,863,000 +300,000
Food Safety 20,700,000 20,800,000 +100,000
Management Priorities 0 8,300,000 + 8,300,000
Total User Fees $11,519,000 $12,142,000 | $12,142,000 | $14,130,000 + $1,988,000
PDUFA 11,353,000 11,961,000 11,961,000 13,944,000 +1,983,000
MQSA 166,000 181,000 181,000 186,000 + 5,000

7 Reflects the enacted levels adjusted for the 0.22 rescission, accounting for $148,000 in t

he Other Activities Program.

? Reflects increase in base funding from FY 2001 of $1,000,000, for Human Subject Protecti on & Bioterrorism.

¥ Pay inareases are shown on separate line and not reflected in individual program areas.

“ The FY 2001 Current Estimate for Other Adivitiesin the following activities (BSE, Imparts/Inspections, Patient
Safety/AERS, Human Subject Protection, and Food Safety) was determined by a formula that reflects Other Activities as a
percentage of thetotal FY 2000 FDA budget.

Historical Funding and FTE Levels

Fiscal Year ProgramLevel Budget Authority User Fees Program Level

FTE

1998 Actuals $89,824,000 $78,669,000 $11,155,000 957

1999 Actuals $84,639,000 $74,615,000 $10,024,000 905

2000 Actuals $78,120,000 $66,601,000 $11,519,000 783

2001 Current $78,873,000 $66,731,000 $12,142,000 774

Estimate

2002 Estimate $94,7961,000 $80,666,000 $14,130,00 787
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MISSION

. Provide centrd program direction and adminigrative services for Agency programsto
ensuretha FDA's consumer protection efforts are effectively managed and that available
resources are put to the most efficient use.

. Provide Agency-wide policy development in medical affairs, scientific coordination,
regulat ory requirements, legidation, planning and evaluation, consumer communications
and public information.

. Provide management expertise and coordination in financial management, personnel, equal
opportunity and Agency-wide diversity program fundions, contractsand grans
adminidration, procuremert, property and space control, and communications systems
Spedfic programs include Freedomof Information Act activities, administration of
internal controlsrequired under the Federd Managers Financid Integrity Act, the Smal
Business Program to assist businesses in carrying out regulat ory requirements, and
participating in FDA's regulatory decision-making process.

REQUESTED INCREASES

Pay Increase + $3,235,000

FDA'’s requed for funds to cover pay cost increasesis vital to the Agency because personnel are
S0 essentid to accomplishing its mission. Pay increases have a major impact on FDA because the
Agency is more people-intensive than many other government agencies Payroll accounts for over
60 per cent of thetotal FDA budget. This has a significant impact on al activitiesin FDA,
particularly the field. The costs of the pay increases are necessary to ensure the integrity of the
Agency'swork through the oversaght and coordinating functions of the Other Activities program.

In order to maintain the level of adivities carried out in FY 2001, FDA is requesting $40,000,000
million to cover the cost of the FY 2002 pay raise, annudization of the FY 2001 pay raise,
anticipaed within grade increases, and one extraday of pay. The Otha Activities program
portion of this increase is $3,235,000. Thecost of living asorption reduces the FTE avail able to
support the Agency’ score activities.

Bovine Spongiform Encephalopathy (BSE) + $300,000 and 2 FTE

To protect consumer's, it isessentia that a multi-layered safeguard system be implemented and
monitored to ensure that BSE regulations are followed. Many products regulated by FDA
contain banned substances that could lead to BSE disease. Hence, it isimportant to establish and
fully support a comprehensive monitoring system to identify products that may pose a health risk
and ensure that they do not enter the U.S. The Office of Chief Counsd (OCC) will usethe
additional $300,000 and 2 FTE to do the following:

. Provide advice and counsel on legal matters, render opinions, and support rulemaking
proceedings, |egislative méters, policy deliberations and domestic and international
negotiaions; and,

. Provide litigation support for enforcement, defensive and third-party matters.

Patient Safety/AERS + $400.000 and 3 FTE

158



FDA mug continue to target resour ces that will develop and erhance survelllance of FDA
regulated products to identify harm resulting from use of products; understand harm through
expert andysis, and prevent harm to other patients by taking action. The requested funds will
provide anincrease of $400,000 and 3 FTE to the Office of Chief Counsel to:

. Provide advice and counsel on legal matters, render opinions, and support rulemaking
proceedings, |egidlative matters, policy deliberations and domestic and international
negotiations; and,

. Provide litigation support for enforcement, defensive and third-party matters.

Human Subject Protection + $300,000 and 2 FTE

The funds requeded in the FY 2002 budge will provide legal support in the Office of the Chief
Counsel to provide services to facilitate the Agency s consumer protection activities via litigation
work and counseling advice. In particular, the Office of Chief Counsel will use the additional
$300,000 and 2 FTE to:

. Provide advice and counsd on legal matters, render opinions, and support rulemaking
proceedings, |egidlative matters, policy deliberations and domestic and international
negotiations; and,

. Provide litigation support for enforcement, defensive and third-party matters.

Food Safety + $100,000 and 1 FTE

FDA iscurrently focudng its food safety eforts to expand the scope of the highly successful multi
agency Food Safety Initiative beyond just microbiological contamination of foods to include
chemical and physical hazards as well. The increased funding of $100,000 and 1 FTE will provide
the Officeof Chef Counsel additional resources to:

. Provide advice and counsel on lega matters, render opinions, and support rulemaking
proceedings, legislative matters, policy deliberations and domestic and international
negotiations, and

. Provide litigation support for enforcement, defensive and third-party matters.

Imports and Inspections + $300,000 and 2 FTE

FDA uses its inspectional authority, as directed by statute, to ensure the safety of products
produced and digtributed by more than 100,000 domestic establishments. FDA is dso responshble
for enauring the safety of almost 7 million import lineentries that crossthe U.S. border annually.
The offices under Other Activitiesprovide Agency-wide support to FDA's program centers on
the postmarketing sde. With the requested resourcesfor OCC of $300,000 and 2 FTE will:

. Provide advice and counsel on legal matters, render opinions, and support rulemaking
proceedings, |egidlative matters, policy deliberations and domestic and international
negotiations, and

. Provide litigation support for enforcement, defensive and third-party matters.
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Management Priorities + $8.300,000 and 3 FTE

This past year, the DHHS Inspector General perfor med a management review of FDA's existing
financial system during the annual Chief Financial Officers (CFO) Audit, under OMB Circular
A-127. OMB A-127 guiddines establish genera requirements for Federal financial management
systerms and require an assesanent to determine the degree of compliance or conformance with
established sysem requirements.  Thereview found severd shortcomingsin FDA's sysem, some
of which can only be corrected by an investment in anew financial system. In addition, the
expertise needed to maintain thislarge and complicated systemislimited to afew individuals with
knowledge of COBOL programming. The FDA Financia System supportsall of the Agency's
financial activities providing excellent information and internal controls and is considered to be a
misson critical syssem needed to support FDA's public health mission. The FY 2002 request is
for $8,300,000 and 3 FTE to:

. Begnintial acqustion and implementation of the new finandd sysem. Funding to
complete the project will berequested in subsequent fiscal years.

. Purchase off-the-shelf fully integrated financia system which isless costly than developing
in-house applications. Software upgrades are affordable and are regularly available. In
addition, FDA is working to minimize other costs by taking advantage of work already
performed by other DHHS agencies tha are amilar to FDA in size, scope, and transaction
volume. FDA iscoordinating with the Centers for Disease Control (CDC) in ther
procurement and implementationfor a new finandal sysem.

Current Law User Fees +$1,988.000

Prescription Drug User Fee Act (PDUFA) + $1.983.000

The Food and Drug Administration Modernization Act of 1997 reauthorized the collection of user
feesto enhance the review process of new human drugs and biologica productsthrough

FY 2002 and established fees for applications, establishmerts, and approved products. The

FY 2001 President’ sBudget requested $149,273,000 and 920 FTE for PDUFA in FY 2001. In
FY 2002, based on the information currently available and the statutory PDUFA formulas, an
increase of 20 FTE and $12,443,000 ove the FY 2001 current esimate, for atotal level of
$161,716,000 and 1,102 FTE is expected. Induded in theFY 2002 total budget request for
PDUFA, is $1,983,000 for the Other Activities program.

Mammography Quality Standards Act + $5,000

The Mammography Quality Standards Act of 1992 was reauthorized in 1998 for an additional
five years (P.L. 105-298). The Mammography Quality Standards Act (MQSA) required that
mammography facilities be certified by October 1, 1994, to remain in operation and inspected
annually to ensure compliance with national quality and safety standards. FDA requests an
increase of $5,000 for Other Activitiesin MQSA authorized inspection user fees to cover
inflation, for atotd of $186,000and2 FTEinFY 2002. Thefees collected will pay for the costs
of inspections.

JUSTIFICATION OF BASE
Payroll
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FDA'’s Other Adivities program provides certral program direction and administrative services
for Agency programs to ensure that FDA's consumer protection efforts are effectively managed
and that available resources are put to the mogt efficient use. Thisisaccomplished through:
Agency-wide policy development in medical affairs, scientific coordination, regulatory
requirements, legidation, planning and evauation, consumer communications and public
information; managemernt expertise and coordination in finanda managemert, personnel, equal
opportunity and Agency-wide diversity program functions, contracts and grants administration,
procurement, property and space control, and communications systems

The Office of the Commissioner (OC): Provides|eader ship and expertise to manage the
Agency including advice and assistance onlegal and science issues, equal employment opporturnity
and civil rights activities which impaa on policy development and execution of programgoals.

. Advise the Commissioner and other key Agency officials on sciertific issues that have an
impact on Agency policy, direction and long-range goals, and ensures coor dination and
communication throughout the Agency. Provides leadership in science management areas
such as peer review of Agency science prograns, recruitment and retention for key
scientific positions, sdertific resource management, and joint FDA/industry training on
new technology. Adviseson specific scientific issues such as dioxin in meat and milk,
mercury infood, antibiotic resistance, safety of digary supplements safety of
bioengineer ed foods, coordination of activitiesin clinical trials, human subject protection,
and bioterrorism preparedness.

. Provide a full range of legal services and advice, including reponses to and/or review of
the Department's Office of the General Counsel controlled actions, press/talking papers,
legidative requeds, congressional requeds, materials for congressional hearings, Federal
Register documents, disposition of FOIA requests, and legal support to FDA enforcement
activities, including injunctions, seizures, subpoenas, and defengve litigations.

The Office of Policy, Planning and Legislation (OPPL): Provides advice and assstancein
Agency policy devdopment and oversees Agency rulemaking. It isthefocd point for overal
legidative liaison activities and advises and assists Congress on Agency actions, policies and
issues. T he office develops program and planning strategies and conducts operations research,
and economic and gpecial studes as a bass for forecading trends, needs and mgjor problens.
The office works to identify emerging issues and establishes forums for dialogue among FDA
leaders to shape new drategies while ensuring thet internal and external stakeholders clearly
understand FDA's challenges, achievements and future directions.

The Office of International and Constituent Relations (OICR): Coordinates responsihilities
for women's health issues, special health issues, consumer affairs functions and international
program issues that include the coordination of the international conference on harmonization and
World Hedth Organization funcions. OICR has expanded outreachinto patient advocate
communities, primarily in AIDS and cancer areas and has aso served asacatdys for scientific
research to further Agency needsin product review and women's health.

The Office of the Senior Associate Commissioner (OSAC): Advises the Commissoner,
Deputy Commissioners Senior Associate Commissioners and other key Agency officialson
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Agency-level activities and issues that affect Agency-wideprograms projects and strateg es.
Coordinates activitiesinvolving emergency or criss Stuations, and resolves complex problems
and issuesrelated to Agency programsthat are sensitive and controversial which impact upon
Agency rdations with other federa agencies and foreign governments. Oversees and directs the
Agency's ombudsman, public affairs orphan products, executive secretariat, and advisory
committee functions to ensure coherence in decision making and the efficient operation of these
fundions internally and across Agency jurisdidions.

Office of Management and Systems: Fadlitates the effective and efficient management of
people money, tangibleitems, and systens for FDA.

. Provides human resource and management services to approximately 9,000 headquarters
and field employeesacross the country.

. Manages FDA’s $1. 3 hillion budget, including Agency-wide budget formulation and
execution, accounting, payment processing, financid reporting, foreign and domestic
travel, employee relocation, payroll liaison and financial systems for two direct
appropriationsand four separate and unique user fee activities.

. Provides nationwide logistical support for real and personal property, purchasing, grants,
physical security, engineering services, environmertal, safety, health and long range
plaming for FDA's future fadlities.

. Oversee building and maintaining an information technology infrastructure, and ensuring
interopeability of FDA systemsand support of a wide-area network.

Selected FY 2000 Accomplishments

The Office of the Commissioner:

Office of Science Coordination and Communication (OSCC)

Anti-Bioterrorism Preparedness. OSCC has been designated the FDA’sfocd point for anti-
terrorism preparedness activities. Responsibilitiesinclude providing overal coordination of anti-
terrorism preparedness and response activities within the FDA and coordination of both internal
and external communication on these issues. The Agency has created an Anti-Bioterrorism
Preparedness Steering Committee. Ongoing activities include:

. Coordinated with industry and outside organizations to review and resolve issues related
to preparedness and regponse activities, such as the regulatory i ssues related to
development and deployment of the Nationa Pharmaceutical Stockpile, and the
deployment of in vitro diagnostic devices for the detection of biologic agentsin the
Nationa Laboratory Response Network;

. Developed an FDA anti-bioterrorism preparedness strategic plan; and,

. Enhanced communication between the FDA Centers through the Steering Committee.

162



Antimicrobial Resistance. The FDA Task Force on Arntimicrobial Resistance developed an
Action Plan and Recommendations that provides alist of priorities for the FDA as it moves
forward in addressing the problem of antimicrobial resistance, acritical public healthissue. To
put these recommendations into action, the Office of the Commissioner has egablished an
Implementation Committee whose mission is to provide overall coordination of the Centers
implementation of the action items in the plan. The Action Plan and Recommendations have been
posted on the FDA Website.

Human Subject Protection. In response to problems encountered in clinical research, FDA
strengthened its programs for human subject protection during FY 2000. An Office of Clinical
Science podtion was created, elevaing FDA'’s policy-meking on human subject protectioninto
the Officeof the Commissioner and enhancing the coordination of human subject protection
activities. Together with this new office, a Human Subjed Protection Steering Committee was
developed, bringing together senior policy-makers from acrossthe FDA's Certers and Offices
The Office of Clinical Science has spearheaded the close coordination of FDA’s human subject
activitiesand activitieswith those of the nev DHHS Office of Human Research Protection
(OHRP), activities of FDA'’s sister agencies, and extra-governmental stakeholders.

Office of Chief Counsel (OCC)

OCC provided leadership and direction in the effective use of enforcement actions such as cases
involving Wyeth, American Red Cross, and Abbott, to achieve FDA compliance objectives.
Provided legal review and clearance of regulations to achieve significant public health objectives,
including physician labding, juice HACCP, hiotech premarket notification, structurefunction
clams, blood safety, xenotr ansplantation, and gene therapy disclosure. Coordinated with the
Depatment of Justice the legal strategy and gpproach to effectively defend significant litigation
challenging FDA program objectives, induding Cholestin (dietary supplements), American
Biosdence and Watson (gereric drug approvds), and ABI (food biotech policy).

The Office of International and Constituent Relations:

Office of Women's Health (OWH)

Science Program. OWH's scientific research program addresses gapsin current knowledge,
encourages new directions, and sets new standards of excellence inwomen's health. The program
consists of four distinct components:

. Special Funding Activities - This program provides funding for regulatory projects which
require the Agency'simmediate attention. T hisincludes workshops, conferences, small
scientific research projects, focus group testing and publicaions. As an example focus
groups determine if young women were using tampons safely. The focus groups showed
that young women read tampon labels, use tampons properly, but tend to overestimate the
risk of Toxic Shock Syndrome

. Women's Hedth Program - Natioral Center for Toxicologcd Reseach - This pil ot
program was developed as a five-year research program aimed at applying the developing
techniquesof genomicsand protenomics to address gender differences in the safety of
medica products. FY 2000 projects focused on addressing gender differencesin the
safety of medical products and dietary supplement/drug interactions.
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. Centers of Excdlencein Women's Hedlth - The Nationd Centers of Excellencein
Women's Health (CoESs) serve as denonstration models for the Nation to provide
innovaive, comprehendve, multidiciplinary, and integrated health care systems for
women. OWH funded six contracts for research projects at these Centersto determine
dietary supplement use inwomen and to investigate dietary supplement/drug interactions.
These extramural projects at academic medi cal ingitutions are ongoing.

Mammography. The FDA/OWH sent aletter to all 10,000 certified mammography facilities
inviting them to showcasethe avail ability of our "Mammography Today" brochure and distribute
a one-page abbreviated version of the brochure to inform patients about their new rights.

Health Promotion. OWH and Public AffarsSpeddists provided arange of women's health
educational materials to consumers at approximately 75 national conferences. In support of these
efforts onemillion copies of our vaious publications were distribution to thepublic. A range of
topics were presented including heart disease, breast and cervical cancer, osteoporosis, diabetes,
arthritis, clinical trails, and depresson.

The Office of Policy, Planning & Legislation:

Office of Planning

Mandated under the Government Performance and Results Act (GPRA), the FY 2002 Annual
Performance Plan and Summary was redesigned so that it focuses on key strategies in language
that is easily understandableto lay people. Thisformat also alows Agency managersto use the
results of complying with the GPRA. Each strategy highlighted FDA's Key Performance Goals;
explained FDA's contribution; outlined its proposed actions; identified barriers to achieving the
goa and the consegquences of not achieving the goal, as well as an assessment of the present
status of the strategy.

Coordinated L eadership activities that devel oped budget strategies for FY 2002. These strategies
involved four, cross-agency teams that identified opportunities to work with other or ganizations,
bendfits of successfully implemerting the strategy and allocation of resources to each strategy.

Office of Evaluation

Produced and provided the FY 1999 PDUFA Performance Report to Congress The PDUFA of
1992 requires that an annual report on the Agency's performance under PDUFA be snt to
Congress. The FY 1999 report showed detailed statistics on the Agency's performance against
the progressvely more stringent review performance goals and againgt anew set of goals
designed to make the Agency moreresponsive to ponsors and to speed up the early gagesof
drug development.

Office of Policy

Pediatric Exclusivity. In 1997, as part of the FDAMA, Congressenacted a provision which
provides six months of exclusive marketing to drug manufacturersinreturn for conducting needed
pediatric studies. The "pediatric exclusivity provison" has been highly effective in generating
pediatric studies on many drugs and in providing useful new information in product labeling. By
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the end of FY 2000, FDA had issued over 150 requests to manufacturers to conduct over 300
pediatric studies. Almost 60 pediatric studies had already been conducted. Asaresult of the
pediaric excludvity provision, critical drugs used to treat a variety of conditions, eg.,
gastroeophaged reflux disease, diabetes mellitus pain, azhma, and hypertension, have or soon
will have pediatric use information in their labeling.

The Office of Senior Associate Commissioner:

Office of Public Affairs
. Received, coordinated, and monitored processing of 25,011 FOIA requests.

. Managed FDA'’ s denials and appeal s process and issued 245 denials of FOIA requests.

. Posted approximately 1300 warning letterson the Electronic FOIA Reading Room
Internet web page.
. Distributed 1,440,000 Agency consumer publications through GSA’s Consumer

Information Center, Pueblo CO.

. Published six issues of FD A Consumer, which won second place in the periodicals
category in the Blue Pencil nationwide competition of the National A ssociation of
Government Communicators.

Office of Executive Secretariat

Plain Language at FDA. In FY 2000, FDA won two “No Gobbledygook” Plain Language
Awards, bringing the total to four — more than any other Federal agency. FDA has always used
plan, clear languagein consumer publications. FDA continues to work to encourage the use of
plain languagetool sand techniquesinall regulations and guidance documents reports to
Congress and budget documents.

The Office of Management and Systems:

Office of Financial Management

. Received an “unqualified opinion” from independent auditors on the FDA FY 1999
financid statements under the CFO; received, for the second year in arow, the
Department’s CFO Award in recognitition of the audit results.

. Awarded a contract to Arthur Ander sen to assist in development of abusiness plan for the
replacement of the current financial system to r improve and expand customer sarvices.

. Participated in the formulation of a Finandal SystemWorkgroup, at the Department level.
The efforts of the workgroup will reduce out year costs for the business case development
by overseeing the contractor in analyzing the system requirements across the OPDIV Sand
documenting several viable business solutions.

Office of Information Resources Management
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Computer Security (Critical Infrastructure Protection (CIP)). FDA's increasing rdiance on
computer-generated information meart greaer focuson efforts to ensurethis information and its
supporting technologicd infrastructure remains secure. To that end, FD A accomplished the
following in FY 2000:

. Completed physical and system security auditsto evaluate access controlsto ensure FDA's
information is not compromised by internal or externd threats, audit reveded that controls
are adequate; periodic review of controls are bang implemented; and,

. Provided leadership and focus to conplee the Agency' s Y2K remed ation program for
facilities, biomedica equipment, telecommunications, and outreach activities, and
estalished the Agency’ s Y2K Day One program for final verification and vdidation of
Y 2K compliance. Also, coordinated a successful FDA-wide Y2K transtion.

FDA Internet/Intranet Services and Support. The DA public website provides critical hedth
information to the public and offers information of interest to health professionals, patients,
consumers, industry, State, and local officials and many others. Thelnternet web infrastructure
has supported FDA by providing rich functionality, responding to changing needs, and by
providing high performance and reliability. In FY 2000, FDA significantly expanded the FDA
Internet website infrastructure and services provided to FDA developers and the public.

. Received numerous awardsfor the FDA webste from Popular Science magazine, the
Dow JonesBusnessDirectory, and Tufts University’s Nutrition Navigator. The Webste
links to 8,000 health, consumer, medical, and educational websites, and the dte received
an average of 1,321,236 hitsper day. Thiswebsite provides information such as status of
FDA proposed and final regulations, letters to the public, import alerts, stakeholder
meetings, and guidance for good manufacturing and agricultural practices.

Office of Facilities, Acquisitions and Central Services

. Hosted a Women-Owned and Small Business (WOSB) Seminar and Expo for WOSB
vendors to display materials and discuss their cgpabilities for future FDA requiremerts.
The Expo was designed to increase opportunities for women-owned small businesses.

. Provided engineering and contractud management and support for: thefollowing major
FDA facilities projects:

. Headquarters Consolidation in Prince George’s County, Maryland--The General
Services Adminigration (GSA) iscondructing a410,000 gross square foot building to
consolidate the Center for Food Safety and Applied Nutrition (CFSAN) in College Park,
Prince George's County, Maryland. This consolidation project has been authorized
through the FDA Revitalization Act of 1990. The College Park building is scheduled to
be complete in October 2001. CFSAN will move into the new building between October
2001 to February 2002. Based on the value of work in place, the construction is 75
percent complete and remains on schedule for completion by October 1, 2001.

. Headquarters Consolidation in Montgomery County Maryland. The GSA has
developed amaster plan for a 2.2 million gross square foot development to consolidate the
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Center for Drug Evauation and Research (CDER), the Center for Devices and
Radiological Health (CDRH), the Center for Biologics and Resarch (CBER),
headquarters components of the Office of Regulatory Affairs and the Office of the
Commissioner. This consolidation project has been authorized through the FDA
Revitdization Act of 1990. Groundbregking for thefirs phase of the project occurredin
October 2000 and will result in construction of an 114,000 gross square foot |aboratory
building for CDER. Design isunderway for the second phase of the project that includes
all the office space needed to fully consolidate CDER.

Field Laboratory Consolidation in Irvine California. The new L os Angdesfidd
|aboraory project in Irvine, Cdifornaisdesgned as a120,000 gross square foot fecility
that will be occupied by three Los Angdes District components. Not only will this facility
provide a safer location and improved working environment, but by concentrating the
scientific talent and resources to one location it will permit better management of the
analytical workload and will provide significant improvemert in operational efficiency.
FDA purchased a 10-acre land parcd located in I rvine, California. Design of the facility is
complete. A groundbreaking ceremony was held on March 6, 2001.

Office of Human Resources and Management Services

Coordinated the first Agency-wide workforce planning program, designed to engage FDA
leadership in a systematic process for anticipating future wor kforce requirements and
planning ways to fill the gaps between existing resources and future requirements.

Initiated new | nternet processes of accepting comments electronically and allowing the
public to electronically register for public meetings which helped the public keep up with
andrespond to FDA'’s regulatory programs. Many enhancementsto FDA'’ s Dockets
Welsite inproved access to FDA data and expanded the amount of materid available on
the Internet. Starting in January 2000, FDA began posting Advisory Committee Briefing
packages on the Web, as required by a stipulation in a court case. During FY 2000,
customers downloaded more than three million files directly from the Dockets web site.

Facilitated the Hispanic Recruitment Retention and Advancement (HRRA) Work Group
which included the production of an action plan and report for the Commissioner. Asa
result, the Commissioner established a Senior Advisory Board on Hispanic issues charged
with making decisions on the implementation of action plan recommendations.
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Rent Activities

FY 2000 FY 2001 FY 2001 FY 2002 FY 2002 +/-
Actual Appropriation Current Estimate FY 2001
Estimate 1/ Current
Estimate
Total Program Level $125,792,00 $130,809,000 | $130,534,000 | $136,914,000 | + $6,380,000
Rent Activities: 0
Budget Authority 124,949,000 124,674,000 130,674,000 + 6,000,000
User Fee--PDUFA 120,149,000 5,860,000 5,860,000 6,240,000 + 380,000
5,643,000
Total Program Level $93,340,000 $104,954,000 | $104,736,000 | $105,116,000 + $380,000
GSA Rent:
Budget Authority 87,697,000 99,094,000 98,876,000 98,876,000 0
User Fee--PDUFA 5,643,000 5,860,000 5,860,000 6,240,000 + $380,000
Other Rent & Rent- $32,452,000 $25,855,000 $25,798,000 $31,798,000 +$6,000,000
Related Activities:
Budget Authority 32,452,000 25,855,000 25,798,000 25,798,000 0
CDER Lab move 0 0 0 6,000,000 + 6,000,000

¥ Reflects enacted levels adjusted for the 0.22 percent rescission, accounting for $218,000 in the GSA Rent program and

$57,000 in the Other Rent and Rent-Related program.

Historical Funding and FTE Levels

GSA Rent
Fiscal Year Program Level Budget Authority User Fee Program Level
FTE
1998 Actuals $46,294,000 $46,294,000 $0 0
1999 Actuals $88,294,000 $82,866,000 $5,428,000 0
2000 Actuals $93,340,000 $87,697,000 $5,643,000 0
2001 Current $104,736,000 $98,876,000 $5,860,000 0
Estimate
2002 Estimate $105,116,000 $98,876,000 $6,240,000 0
Historical Funding and FTE Levels
Other Rent and Rent-Related Activities
Fiscal Year Program Level Budget Authority User Fee Program Level
FTE
1998 Actuals $25,647,000 $25,647,000 $0 0
1999 Actuals $25,854,000 $25,854,000 $0 0
2000 Actuals $32,452,000 $32,452,000 $0 0
2001 Current $25,798,000 $25,798,000 $0 0
Estimate
2002 Estimate $31,798,000 $31,798,000 $0 0
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MISSION

Rent ispart of the Salaries and Expenses Appropriaion and includes Rental Payments to GSA
and Othe Rent and Rent Relaed adtivities. GSA Rentd Paymentsincludes charges for all of
FDA’s GSA gace, both government-owned and GSA-leased. The Other Rent and Rent-Related
account includesrent and rent-related chargesthat are not part of the GSA account, such ascosts
associated with moving staff and equipment during the consolidation of FDA laboratory facilities.

REQUESTED INCREASES

Rental Payments to GSA +$380.,000

Prescription Drug User Fees +$380,000

. For FY 2002, FDA is requeging an additional $380,000. This will bring the total to
$6,240,000 in user feesto defray expected increasesin cods for GSA spaceused in
support of the user fee portion of the process for the review of human drug applications.

Other Rent and Rent Related Activities +$6,000,000

Construction of the Center for Drug Evaluation and Research (CDER) labor atory portion of the
FDA Consolidated Headquarters facility at White Oak is scheduled to be completed in FY 2002.
GSA isregpongble for funding construction of the project, but FDA mug fund the actual move of
staff and equipmernt, as well as certain telecommunicationsand equipment costs. FDA proposes
to occupy its White Oak facility over a period of several years, and, thus, will require additional
future year funding to support the phased-in relocation strategy.

. FDA isrequesting an increase of $6,000,000 for facility-related costs not covered by
GSA, bringing the total to $31,798,000. FDA requestsfundsfor one-time cods to equip
and occupy the CDER laboratory portion of the facility located at White Oak. The FY
2002 funds will support telecommunications equipment and necessary connections, and
moving costs. The fundswill rdlocate the CDER laboratory functionsto anew s ate-of-
the-art facility scheduled to open in 2002, and begin the consolidation of most FDA
Headquarters activities in one location, resulting in more effective and efficient operations.

JUSTIFICATION OF BASE

Rental Payments to GSA

. FDA occupies over 4.1 million net square feet of GSA space, including parking, which is
under the Agency's Salaries and Expenses appropriation. By FY 2002, FDA will occupy
over 4.3 million ne square feet of GSA Pace including parking. Asareault of
negotiations between FDA and GSA to reduce rent at certain locations, increased
resources are not required in FY 2001 to fund the increase in space plamed.

. The GSA rent charges are hilled directly to the Agency and indirectly to FDA through
other agencies, and include the charges for al of FDA's GSA space, both government
owned and GSA leased. About 47 percent of the GSA rent chargesare for
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government-owned or GSA-leased space in the Washington, D.C. area. The largest
individual rent charges are for the Parklawn Building complex, Module 1l inBeltsville,
CFSAN's new College Park location, and the Regional offices and laboratory in Jamaica,
NY. The balance of the charges are for the Agency's fidd Regional Offices, District
Office/Laboratory complexes, and over 130 leased officeswhich serve asresident posts
for strategically placed field investigators.

Other Rent and Rent-Related Activities

The Commercial Rent and Related Services account consists of recurring activities that
FDA pays directly to non-Federal sources under the delegation of direct lease and service
authority. (Note: This a9 includes recurring services for FDA-owned fadlities.)
Services include rental of space, and all recurring services for building operatiors; i.e.,
utilities, and services such asjanitoria, guard, grounds maintenance; and oper ation and
maintenance of heating, ventilation, and air-conditioning (HVAC) systems.

The GSA Rent-Related Services indude recurring reimbursable services provided by GSA
that are over and above the gandard eleven hours tha GSA covesinits rent charges
Services include security systems, guard services, and HVAC beyond the standard |evel
funded by GSA.

The GSA Building Delegation Services account provides recurring services and
one-time repairs to operate and mantain buildings delegated to FDA by GSA for
management of day-to-day operations. Services include utilities and all recurring services
for building operation, such asjanitorial, guard, grounds maintenance, and oper ation and
maintenance of HVAC systems.

FDA will incur costs associated with CFSAN's move to a newly constructed facility in
College Park, Maryland.
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Buildings and Facilities

FY 2000 FY 2001 FY 2001 FY 2002 FY 2002 +/-
Actual Appropriation Current Estimate FY 2001
Estimate 1/ Current
Estimate
Total Budget Authority | $10,553,000 $31,350,000 | $31,281,000 $34,281,000 | + $3,000,000
LA Laboratory 30 320,000,000 | $20,000,000 $23,000,000 | + $3,000,000

¥ Reflects enaded levels adjusted for the 0.22 percent rescission, aacounting for $69,000 inthe Building and Fecilities
program.

Historical Funding and FTE Levels

Fiscal Year Program Level Budget Authority User Fee Program Level
FTE

1998 Actuals $28,094,000 $28,094,000 $0 0
1999 Actuals $16,178,000 $16,178,000 $0 0
2000 Actuals $10,553,000 $10,553,000 $0 0
2001 Current $31,281,000 $31,281,000 $0 0
Estimate

2002 Estimate $34,281,000 $34,281,000 $0 0

MISSION

FDA Buildings and Facilities (B&F) appropriation provides funding for needed repairs and
improvementsto existing owned or leased facilities nationwide. In addition, as specificaly
provided , the B&F appropriation funds corstruction of new FDA gpecial-purpose laboratory
facilities.

REQUESTED INCREASES

Complete Construction of the New Los Angeles Field Laboratory + $3,000,000
FDA'’sfield laboratories provide critica laborat ory and analytical support to the domestic and
import inspection effort and are a key dement in the science base of FDA. Theexisting Los
Angeleslaboratory isan outmoded facility in ahigh crime area. The Los Angdles Digtrict is
responsible for entry decisons on nearly 1.6 million import line entries, dmost 25 percent of the
Agency total. InFY 2000 aone, the Los Angeleslaboratory analyzed 24.2 percent of the
imported foods samples andyzed by FDA. The capahility to test imported products in southem
Cdiforniaisacritical need, since FDA does not have the advantage of direct observation of the
growing or manufacture of imported products in other courtries.

. In FY 2002, FDA regueds an additional $3,000,000 for a totd of $23,000,000, to
continue construction of the Los Angelesreplacement |aboratory and office space projed.
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Phase Il completes the mechanical and electrical infrastructure and completely fits-out
both the laboratory and the office at an estimated cost of $23,000,000. Total congruction
costsare currently estimated at $43,000,000. Updatesto construction costs may be
revised as necessary to reflect cost increases inequipment, construction delays and other
possiblefactors.

JUSTIFICATION OF BASE

Construction of FDA Los Angeles, California, Replacement Laboratory (Irvine)

In FY 2001, the Agency received $20,000,000 for the first phase of construction, for the core and
shell of the project. The $20,000,000 recursin FY 2002 to fund the majority of the $23,000,000
required to conplete the project.

. The replacement laboratory is projected as a 75,000 gross square feet (gsf)/45,000 net
square feet (nsf) state-of-the-art laboratory facility housing 75 scientific gaff. The office
portion of the new facility is projected at 44,200 gsf/28,000 nsf to house a staff of 120.

. On May 22, 2000, the solicitation for proposds for the construdion were made available.
Proposals were received on August 24, 2000, and procurement was completed. FDA
awarded acontract to Hensel Phelps Construction Company on February 27, 2001. A
ground-breaking ceremony was held on March 6, 2001.

Repairs and Improvements

Base resources of $8,281,000 covers the costs of repairs and improvements to FDA facilities,
owned and leased. Induded are Washington area headquarters comporentswhich are now
located in some 40 buildingsin eighteen separat e locations; plus five regiond offices, 19 fied
District complexes including 19 administrative and 13 specialized laboratory facilities nationwide;
more than 120 field resident posts, eight field criminal investigation offices, two distinct program
laborat ory complexes outside the Washington Metro area; and the NCTR  complex in Jefferson,
Arkansas. With al of these Field facilities combined, FDA maintains offices and staff in 49 of the
50 States, and inthe Didria of Columbia and Puerto Rico.

While industry componentsthat FDA regulates spend between nine percent and 12 percent of the
value of their physical plants on maintenance, alteration, and repair, FDA has been spending about
two percent of the value of its physica plant (laboratories and laboraory support facilities only)
for the same purpose.

The following table lids the planned repairs and improvements projects for the FY 2002 request
of $8,281,000:

1. ORA, Nationwide -- Miscd laneous Repair and | mprovement Projects ......... $1,000,000
2. ORA, SanJuan, PR -- OfficeCongruction ............. ... 975,000
3. ORA, Sattle, WA -- CasawWork . ... e 300,000
4. ORA, Atlanta GA - Elevator expansion ...t .. 100,000
5. CFSAN, College Park, MD -- Anticipatedchanges . ... ...................... 750,000
6. CFSAN, College Park, MD -- Mass Spec laboratory/office ................... 550,000
7. CDER, White Oak, MD — Anticipated programchanges . . . ................... 100,000
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8. CBER, Bethesda, MD —TB vacCiNneproject .. .........ccuiiiniennennnnn.. 750,000

9. CVM, Laurel, MD -- Epoxy floors in animal holding areaof MOD Il ............ 281,000
10. NCTR, Jefferson, AR -- Renovationsto variousbuildings . .. ................ 2,975,000
11. NCTR, Jefferson, AR -- Replace (partial) water lines ....................... 300,000
12. NCTR, Jefferson, AR -- Firedlarm for buildigs62and 15 ................... 300,000
TOT AL e $8,281,000

Continued Construction of Arkansas Regional Laboratory (ARL)
. A bulding dedicaion ceremony for Phases | & |1, the |&boratory portion, washeld on
February 17, 2000; ORA began occupying the laboratory facility in June 2000.

Building 50 Renovation and Common Area status:
. Phase 111 provides the renovation of the exiging Building 50 in its entirety and completes
the common ORA/NCTR adminidrative and support area.

. The FY 1999 appropriationincluded $3,000,000 to begin construction of a portion of
Phase Ill. On January 26, 1999, the contractor was given notice to proceed on the first
portion of Phase Ill.

. The FY 2000 appropriation included another $3,000,000 to continue the construction of a
portion of Phase Ill.

. The FY 2001 appropriation included $3,000,000 to continue work on Phaselll. The
$3,000,000 will be utilized to fund site work between the lab building and Building 50,
and redore the NCTR/ORA common area.

. The $3,000,000 in FY 2002 will be used to continue purchase of Building 50 major
mechanical dectrical equipment and start the fit out of the building interior.
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EXTRAMURAL RESEARCH FUNDING FY 2000

STATE RECIPIENT PROJECT TITLE AMOUNT
AL Auburn Univ. Detection o Prohibited Proteins in Ruminant Feed $160,000
CA Cdifornia Dpt. of Food & Ag. Effect of Previausly S. Enteritidis Contaminated Environment $136,800
CA California Pacific Medical Center  Gabapentin Therapy in Amyotrophic Lateral Sclercsis $118,741
CA Harbor-UCLA Research & Ed. Inst. 4-Aminpyridine Safety & Efficacyin Spinal Cord Injuries $185,052
CA Univ. o Califania Consumer Handling & Washingof Fresh Fruits & Vegetables $45,129
CA Univ. o Califania DCA Treatment of Congenital Ladic Academia $142,847
CA Univ. o Southern Califania MART Response in Vacdnated Melanama Patients $215,696
CcO Colorado State Univ. Antimiaobial Us and Resistance in Enteric Bacteria $199,382
DC National Food Processors Assoc. Surrogates for Evaluating Efficacy of Thermal Processes $122,175
DE Delaware Department o Health Innovative | nspection Methodol ogies $50,000
FL Florida Department of Health Devel opment of Methods for Vi rus Extraction from Food $198,962
FL Florida Dept. of Bus. & Prof. Reg.  Science-Based Educational Program $48,510
FL Univ. of Flaida Dichlaroacetae Treatment of Cangenital Lactic Acidosis $182,488
GA Univ. of Georga Research Found.  Does Antibiotic Usage Create Drug-Resistant Campylobactor $195,078
GA Univ. of Georga Research Found.  Dose Response Madel for Food Borne Listeria $338,919
GA Univ. of Georga Research Found.  Foodborne Protazoa: Inoculation & Inactivation Methods $105,173
GA Univ. of Georga Research Found.  Non Therma Method of Enhance Safety of Fresh Produce $27,657
GA Univ. of Georga Research Found.  Non Therma Method of Enhance Safety of Fresh Produce $132,594
1A Cerro Gado Caunty Dept. of Health North Central lowa |movative Food Safety Program $47,243
1A Univ. of lowa OK-432 Sderotherapy - A Multicerter Trial $264,558
IL Illinais Institute Technology Nati onal Center for Food Saf ety & Technology $3,207,093
IL Univ. of Chicago GNRH Agonist Therapy of Hypogonadotropism $126,038
IN Purdue Research Foundation Effect o Inoculation on Efficagy of Chlorine Diaxide Gas $104,669
KS Kansas Department o Agiculture Bilingud Education Materials to Protect Public Health $11,015
MA Aphios Corporation Virus Inadivation Device for Medical Devices $100,000
MA Boston Univ. Arginine Butyrate & Gandclovir in Epstein Barr Virus $163,000
MA Children's Hospitd Effed Inhaled Nitric Oxide Pediatric Sickle Pain Crisis $141,247
MA Curis, Inc. Chondrocyte-Alginate Gel Suspension for Pediatric VUR $102,400
MA Lincoln Technologies Data Miningfor Sdfety SignalsinClinical Data $99,783
MA New England Medcal Center Salmonelia Virulenae & Antibiatic Resistance in Cattle/Feed $190,219
MA The Children's Hospital , Boston Use of Oral Qotrimazde in Sickle Cell Disease $253,623
MA Trustees of Boston Univ. Phase |1 Trail of Butyrate for Refradory Sickle Cell Ulcers $308,772
MA Tufts Univ. Arthritis After Lyme Vaccine $30,000
MA Tufts Univ. Dose Response Madel for Human Crytosporidicsis $407,763
MD Johns Hopkins Univ. Eff. o AbendazoleTherapy in Epilepsy due to Cysticercosis $131,041
MD Johns Hopkins Univ. Enbre in Wegener's Granulomatos s Phase |l $253,912
MD Johns Hopkins Univ. Intraventricular Hemorrhage Thrombdysis Trial $248,697
MD Kennedy Krieger Research Center DHA Therapy of Peraxisomal Disorders $306,722
MD Sigma-Tau Pharmaceuti cals, Inc. Cysteamine Hydrachloride Eye Drops $152,746
MD Univ. of Maryland Dose Respanse to Vibrio Species $330,828
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STATE RECIPIENT

PROJECT TITLE

AMOUNT

MD Univ. of Maryland Joint Ingt. for Food Safety & Applied Nutrition $3,348,840
Ml TSRL, Inc. New Devi ce for Drug Dissoluti on and Absorption Eval uati on $98,849
MI Univ. of Michigan Prevention of TPN-Cholestasis with Cholecystokinin $215,340
Ml Univ. of Michigan Therapy of Wilson's Disease with Tetrathiamolybdate $276,912
Ml William Beaumaunt Hospital Survey of Antimicrabial Resistart Enteroaocd in Animals $120,849
MN Mayo Clinic Vapreotide to Prevent Compli cations of Pancreatic Resecti on $141,086
MN Olmsted County Public Hedth Risk Factor Eval. & Develop. of Active Managerial Control $40,488
MO Jefferson County Health Center Study of Baeline Micrabiologcal Contaminate Levels $50,000
MO MetaP hore Pharmaceuticals, Inc. Inactivation of Catecholaminesin Septic Shock $100,000
MO Washi ngton Univ. Efficacy & Toxidty of Infusional Arsenic Trioxide in APML $155,489
NC Duke Univ. Intrathecal Busufan Therapy o Neoplastic Meningitis $77,000
NC North Carolina State Univ. Antimicrobial Resistance of Salmanella I solated from Swine $118,535
NC Univ. of North Cardina Accutane, Cancer Chemaorevention and Dystrophic EB $144,846
NC Univ. of North Cardina Alendranate Treatment for Osteoparosisin CysticFibrods $142,526
NC Univ. of North Cardina Dev. of Viral Extraction Processing & Detection Methods $170,388
NJ Univ. o Medicire & Dentistry Study of Aminopterin for Patients with Acute Lym. Leukemia $214,399
NJ Univ. o Medicine & Dentistry Aminapterin in Patients with Refractory AcuteLeukemia $135,025
NM New Mexico State Univ. WERC Design $100,000
NY Columbia Univ. Therapy of Osteqgporosisin Men with Parathyroid Hormone $264,642
NY Esensor s, Inc. Patient Dose Tracking System for Fluoraoscopic Procedures $74,437
NY Mount Sinai Medical Center Liquid Fluaxetine vs. Placeboin Child Autism $201,752
NY Mt. Sinai School of Medicine IL-2 in Common Variable Immunodefici ency $169,500
NY Our Lady of Mercy Medical Center Arsenic Trioxidein Leukamia $331,925
NY Research Foundation at SUNY Cyd ophosphamide toMycagphenol ate M ofetil $301,999
NY Sloan-Kettering Inst. for Cancer Phase |1 Trial of Brycstatin-1 & Paclitaxel $325,699
NY Sloan-Kettering Inst. far Cancer Rebeccamycin Anal.: A Phase Il Study in Neuroblastoma $176,994
NY State Univ. of New Y ork Collagenase inthe Treatment of Dupuytrens Disease $70,366
NY SUNY Vasoctive Intestinal Peptide in the Acute Respiratory Distress $118,050
NY Univ. o Rodhester Riluzole Dasing in Huntingon's Disease $345,915
NY Univ. d Rodhester Med. Cntr. Mexiletine Treatment of Myotonic Dystrophy $295,565
OH Case Western Reserve Univ. Electrical Activation d Diaphragmfor Ventilatay Assist $110,522
OH Case W estern Reserve Univ. Implantable FNS System for Standing Transfers $281,606
OH Children's Hospitd Medical Center Anti-resorptive Bone Ther. for Ostegpenia In Gaucher Disease $248,951
OH Childrens Hospitd Medical Center Multisite Trial of Pergolidein Childrenwith Tourette's $236,757
OH Children's Hospitd Medical Center Tauraursodeoxycdolic Acid Prophylaxisfor TPN $144,816
OH Univ. o Cindnnati Cultured Skin Substitutes for Closure of Burn Wounds $296,959
PA Discovery Labs KL-4 Surfactant-Meconium Aspiration Syndrome $194,390
SC Interstat e Shellfi sh Sanitation Conf. Shell fish Safety Assistance Project $320,005
SC Medical Univ. of South Cardina Phase |1 Study of Alendronae in Juvenile Ostegporosis $150,380
TN Tennessee Sate Univ. Home Refrigeration Knowledge and Practices of Consumers $163,632
TN Univ. of Tennessee Evd uation and use of BAM $162,643
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STATE RECIPIENT PROJECT TITLE AMOUNT

TN Vanderbilt Univ. Medical Center GrowthHormane in Renal Failure $187,732
X Lynntech, Inc. Elimination of Pathogens from Fresh Produce $100,000
TX Reti na Foundation DHA Supplementation & Xdinked Retinitis Pigmentosa $179,060
TX Univ. of Texas Anderson Cancer Development of ATRAGEN (Liposomal Tretinain) $279,317
TX Univ. of Texas Anderson Cancer HHT, IFN-A & Ara-C in Early Chronic Myelogenous L euk. $240,577
TX Univ. of Texas Andersaon Cancer Phase Il Study of L-NDD P for M dignant Pleura Meso. $259,694
X Univ. of Texas Andersan Cancer Subcutaneous Homaharringtonine in Chronic Myelogenous Leuk.  $189,275
TX Univ. of Texas Relapsed Acute Promyel ocytic Leukemia Patients $233,878
TX Univ. of Texas Medical Branch Tin Mesoporphyrin and Heme Therapy in Acue Porphyria $300,000
VA Lighthouse Instruments LLC Validation of a Rapid and Nondestructive GasAnalyzer $97,931
WA Children's Hospital & Reg. Med. Ketordac in Surgical Infants: Pharmaokinetics/analgesia $126,590
WA Children's Hospital & Reg. Med. TOBI in Young Children with Cystic Fibrosis $274,000
WA NeoRx Cor poration Ho-166-COTMP for Treatment of Multipl e Myeloma $205,009
WA Wash. State Univ. Livestok Feeds as a Means d Dissemination of Artimicrobial $188,976
WA Washi ngton State Univ. On Farm Risk Factars for Zoonatic Enteropathogens $165,050
wi Univ. o Wisoonsin Natural Varation in Escherichia Coli $90,566

Total $23,342,304
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FY 2001 SIGNIFICANT ITEMS AND REPORTS FROM HOUSE, SENATE,
AND CONFERENCE REPORTS
APPROPRIATIONS SUBCOMMITTEES
FY 2001 BUDGET

House Report No. 106-619

Item

Competitive Exclusion Produdts -- “The Committee finds that competitive exclusion products
offer an innovative and vauable approach to reducing sadmonela and other harmful bacteria in
poultry and livestock. The Committee is concerned, however, that only one competitive
exclusion product has been approved to date despite public statements by FDA, USDA, and the
President's Food Safety Council supporting this emerging technology. In view of significant
public health benefits of competitive exclusion products, the FDA should review new animal drug
applications for these products on an expedited basis.”

Action to be taken

FDA announced on March 5, 2001, the availability of a guidancefor industry entitled “Expedited
Review for New Animal Drug Applications for Human Pathogen Reduction Claims.” The
guidance provides advice to industry about the process that the Center for Veterinary Medicine
(CVM) plans to use to grant Expedited Review Status (ERS) for applications for new animal
drugs intended to reduce human pathogens in food-producing animals.

FDA believesit isin theinterest of public health to grant ERS to applications for new animal
drugs that may decreasethe incidence of human illness through their action againg human
pathogens in animals and that meet the criteria in this guidance.

Specifically, the guidance provides procedures for requesting and criteria for granting ERS to new
animal drug applications submitted to the Agency for gpprova of new anima drugs for which the
label would bear human pathogen reduction clams. Under CV M’ s expedited review program,
such productstha potentially offer important advances in human pathogen reductionin
food-animal s should receive expedited review commencing at the Invegigational Newv Animdl
Drug stage. ERS does not affect the approva standard; applications are expected to meet the
same standards for data quality and evaluation that apply for other new animal drug approvals.

Item

Contact Dermatitis — The Committee is aware tha contact dermatitis is the mos common
occupationd illnessin the United Stat es costing the U.S. economy over $1 billion annualy. The
American Academy of Dermatology and the American Contact Dermatitis Society estimate that
nearly 3,000 chemicals and other materials caninduce allergic contact dermatitis and over 50,000
chemicals are capable of producing skin irritation. The Committee grows increasingly concerned
that U.S. physicianslag behind their counterpartsin other countries in their ability to effectively
diagnose, test and train future physidans to care for thisepidemic. Only 24 allergens have been
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approved by FDA for use in patch test kits, the only available test for this skin disease.
International physicianshave over 400 allergens avail able for teging. The Committee directs
FDA to return regulatory authority for patch test kits and their allergens to Center for Devices
and Radiological health, and further directs the Center to reinstate those allergensthat were
available to United States physicians prior to 1986, and expedite approval of al other alergens
currently used in Europe and Canada, but which have not been approved for use inthe United
States.

Action to be taken

FDA is encouraged by the interest the Committee has expressed on theissue of contact dermatitis
and appreciates the Committee s support of FDA in itseffortsto provide safe and effective
agents to help ensure the safety of the consumer. With regard to expediting gpprovd of dl
allergens currently used in Europe and Canada, but which have yet to gain approval in the United
States, the Agency will rapidly review contact dermatitisallergen patch test kit applications when
they are submitted, and approve safe and effective products. However, these products cannot be
approved without an application being submitted by a sponsor. The ability to diagnose
occupational illness caused by alergic contact dermatitis through the use of allergen patch test
kitsis agoal that FDA unequivocally supports. Presently, there are only two licensed
manufacturers of patch test kits. Of the two, only one manufacturer currently produces the patch
tes kits. There are no pending dlergen patch test kit applications pending in the Agency at this
time.

We believethereare sveral fadtors contributing to this situation. Overall, the number of
physicians specidizing in dermatology isdeclining nationwide. Addto thisfact that fewer medical
school steach the discipline and technique required to expertly useallergen pach test kits.

Reinstaing those allergens tha wereavalable in the U.S prior to 1986 preserts a public hedth
risk. Allergen test kit products available in the U.S. prior to 1986 were imported from Europe
andwereungpproved. Those productswerenot gandardized, and | acked sufficient data to
support their safety and efficacy.

The Agency has examined the feagibility of transferring regulatory aut hority for pat ch test kits and
their allergens from the Center for Biologics Eval uation and Research (CBER) to the Center for
Devices and Radiologicd Hedth (CDRH), and has major concerns. CDRH did not previousy
have the regulatory authority for dlergen patchtes kits. Infact, these products have dways
been regulated by CBER, and the application review expertise for those products lies in CBER.
The Public Health Service Act defines biological product to include allergenic products. The law
gover ning the regulation of the test kits isindependent of the program arearegulating the
product. If authority were tranderredto CDRH, CDRH would use the same regulatory authority
and scientific review process that are currently used in CBER, but the review staff and expertise
would have to be developed in CDRH. Thus, any reviews in the near term that would be needed
for new applications would take considerably longer. Further, the CBER staff that review
allergen patch test kit applications a0 review other biological products. Duplication of resources
in CBER and CDRH would be required to ensure adeguate review of these products.
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Item

Dietary Supplements - Health Claims -- “ The Committee directs the Food and Drug
Adminidration to report on the implemertation of the dedsoninthe U.S. Court of Appedsfor
the D.C. Cirauit inPearsonv. Shalala regarding dietary supplement health claims This report is to
indude the specific steps the Agency plans to follow to carry out thedecisionregarding dietary
supplements as well as the Agency's basis for treating dietary supplementsdifferently from
convertional foods.”

Action to be taken

The Agency has prepared a report to respond to the Committe€ sdirection. Thereport is
undergoing fina clearance within the Administration, and we expect it to be transmitted to the
Committee within the next mont h.

Item

The Committee instructs the Food and Drug Administration to report to the Committee within 6
mont hs of enactment of the bill, asummary of thetotd dollar amount spent in fiscal year 2000 in
assessing the safety of dietary supplements, and in meeting the legal statutory burden under the
Dietary Supplement Health and Education Act of 1994 for demondrating safety problemswith
dietary supplemerts.

Action to be taken

The Agency has prepared a report to respond to the Committe€ sdirection. Thereport is
undergoing fina clearance within the Administration and we expect it to be transmitted to the
Committee withinthe next nmonth.

Item
Dietary supplement - Ten Y ear Plan -- “The Committee instructs the FD A to report to the
Committee, within 6 months of the enactment of the bill, on the dollar cost to implement the

Dietary Supplemert Strategy 10 Year Plan.”

Action to be taken

The Agency has prepared a report to respond to the Committe€ sdirection. Thereport is
undergoing fina clearance within the Administration and we expect it to be transmitted to the
Committee within the next mont h.

Item
Generic Drugs -- “Inrecent years Congress has provided increased appropriations for the Office

of GeneicDrugs to hiremore reviewersto reduce the backlog of generic applicationsandto
accderae generic drug approval. Despite such increases, current approval times for generic
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drugs are three times the statutory requirements. In an effort to continue to reduce approval
times, the Committee directs that an increase of $1,500,000 (from within funds provided) shall be
used for the upgrade of informationtechnology sygemsthat dlow for the dedronic submission
of generic drug applications.”

Action to be taken

Asaresult of acongressionally approved reprogramming of tobacco funds, FDA received
$1,500,000 in FY 2000 to upgrade information technology systemsin the Office of Generic Drugs
(OGD) to improve the electronic submission of gereric drug applications. The money was used
to upgrade reviewers computers, to obtain software programs with which reviews might be done
more efficiently, and to purchase specialized equipment to alow review of applications submitted
electronically. In addition, a portion of the funding is being applied to contracts related to
information technology endeavors. One such endeavor isthe upgrade to the inactive ingredient
database. Thisdatabase iscritical to the generic industry for usein the development of generic
drug product s and the Office’ s review of these products.

Item

Geretically M odified Foods - “ The Committee expects the Food and Drug Adminigration to
develop aunified effort to respond to consumer safety and environmentd concer nswhile
providing sufficient information that would allow consumers to make infor med choices about the
produdion and consumption of bioengineered foods. Any regulatory decision should be based on
sound, verifiable science. The Committee also expects FDA to coordinate its activities with those
of the Department of Agricultureto provide aunified approach across agency jurisdictions.”

Action to be taken

Aspart of a government-wide initiative to srengthen science-based regulation and improve public
accessto information about bioengineered foods, FDA hasproposed a regulation to require
developers of hioengineered foods to notify the Agency 120 days prior to marketing a new
bioengineered food. As part of that proposd, FDA would make readily availableto the public
additional information about bioengineered foods about which the Agency had been notified. In
response to consumer requests for more information on the labeling of bioengineered foods, the
Agency a so announced guidance to assist marufacturers who may wish to voluntarily label foods
to indicate whet her they have or have not been developed using bioengineering. FD A will
continue to work with the Department of Agriculture as appropriate to provide a unified approach
across agency jurisdictions to respond to consumer safety and environmental concerns.

Item

Medicd Devices-- “ The Committee notes that advances in research and development in the
medical device industry ae likely to increase the number of new technol ogies submitted for
review by the Center for Devices and Radiological Health (CDRH) and the Center for Biologics,
Evaluation ad Research (CBER). Therefore, the Committee requests the FDA to dedicate a
level of funds in the fiscal year 2002 budget request to meet statutory review times for medical

186



devices. Further, the Committeeurgesthe Center to continueitswork to expand the lig of
eligible devices so as to improve the success of the third-party review program for medical
devices, and to actively utilize its authority to contract with outside technical expertise when such
expertise isneeded to assig in the prompt and efficient review of breakthroughtechnologies.”

Action to be taken

Device technologies are developing rapidly and are becoming more complex. Additional
resources of $13 million would be used to give our reviewersthe cgpability to do high qudity,
interactive, and timely reviews required by FDAMA, and allow usto keep the public well
informed about medical product safety associated with new technology and products reviewed by
FDA. The funds would be used as follows:

$3 million for research and guidance devel opment on emerging technol ogies,
$5 million for IT support and reviewer training; and
$5 million for risk communication.

As the number of clinical trials and the complexity of the research conducted to support research
and marketing gpplications escalated inthe last decade, FDA'Ss reources for its Human Subjects
Protection program have remained static. Based on the recent Inspedor General report, FDA
currently inspects approximately 3.5 percent of the clinica investigator s that are conducting
studiesin agiven year. The FY 2002 budge includes an increase request of $1.5 million for
Human Subjects Protection. The$1.5millionfor Human Subjects Protectionwill allow FDA to
make sufficient headway towards providing a conprehens ve patient protection programfor
device-related clinical trials.

FDA isworking with the medical device industry to increase the use of third parties to review
premarket applications for low to moderate-risk devices. FDA hes accredited twelve third parties,
seven of which have reviewed three or more 510(k)s. The program now has674 eligible devices.
This represents a 300 percent increase in the number of eligibe devices, and includes all Class |
and Class || devices regulated by the Agency that meet the statutory criteriafor review by
Accredited Persons. In FY 2000, FDA received 47 510(k)s with a third-party review compared
to 32 510(k)s received inFY 1999. This increase represents only 3-to-4 percent of 510(k)s that
were eligiblefor review. FDA antidpatesthat the expansion will generate wider use of the third
party review programin FY 2001.

FDA used its authority where feagble to contract with outside technical expertise when needed.
For example, in FY 2000, FD A hired 70 Special Government Employees to participate on the
med cd devices advisory committees. FDA has also contracted withthe Oak Ridge I nstitute for
Science and Education fellowship program to recruit experts to participate in reviews. FDA
continues to contr act with other experts when the need arises.

Item
Mutual Recognition Activities/International Harmonization - The Committee is concerned about

the worldwide proliferation of regulatory regimes for medical devices and pharmaceutical
products. In order to ensure that patients around the world receive the latest technology
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promptly, it iscritical that the regulatory systems of the various nations of the world coord nate
activities in such as away to ensure the safety and efficacy of products, while limiting the burden
of regulatory barriers to innovation and manufacture. The Committee is particularly concerned
about the potential for barriersto the globa marketing of productsthat are gpproved for usein
the United States. Therefore, the Committee directs the Food and Drug Adminigration to report
on the nature and scope of its activitiesto promote mutual recognition and international
harmonization aimed at approval systems aswell as product surveillance. Thisreport isto be
submitted to the Committee by January 1, 2001.

Action to be taken

The Agency forwarded the report on Mutual Recognition Agreements to the Committee on
February 16, 2001.

Item

National Center for Food Safety and Technology —Within the amounts provided for food sefety,
the Committee recommends $3,000,000 for the National Center for Food Safety and Technology
in Summit-Argo, Illinois, to continue collaborative research in food saf ety anong government,
academia, and private industry.

Action to be taken

The Agency will provide $2,993,400 (reflects enacted levels adjusted for the 0.22 percent
rescission) to support The Nationd Center for Food Safety and Technology’ s (NCFST)
collaborative research in food safety among government, academia, and private industry. NCFST
isthe nation's only research consortium of industry, government, and academiato address the
food safety implications of emerging technologies infood processng, packaging, biotechnology.
The NCFST is acost effective resource for developing and exploring new technologies. By
spreading the cost and risk of doing research, companies can control their costs while putting
themselves on the cutting edge of new technology developments.

Item

Radiopharmaceuticals — The Committee believes that there is a need to have the Food and Drug
Adminigration (FDA) clarify its existing enforcement aut hority and position on the compounding
of radiopharmaceuticals. Radiopharmaceuticals are excluded from the exemptions provided by
section 127 the Food and Drug Administration Modernization Act of 1997 (FDAMA) (see 21
USC 353a(e)(21). With respect to radiopharmaceuticals, FDAMA was not intended to change
the law that was in effect at the time of its enactment (H. Rep. No. 105 399, 105" Cong., 1% Sess.
95 1997). Furthermore, the law at the time FDAMA was enacted did not exempt
radiopharmaceuticals from the adulteration, misbranding, and new drug requirements of the
Fedeal Food, Drug and Cosmetic Act. Therefore, FDA should darify its enforcement policy on
the compounding of radiopharmaceutical s to stop the compounding of radiopharmaceuticals that
are essentially copies of approved and commercially available drug products. The Committee
urges the Agency to promptly issue guidance setting forth its enforcement policy with regard to
the compounding of radiopharmaceuticals, but nothing herein shall preclude the Agency from
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taking enforcemert action under currert law prior to issuance of such guidance.”

Action to be taken

FDA convened aworkgroup in September 2000 to clarify its existing enforcement aut hority and
policy on the compounding of radiopharmaceuticals. The workgroup consists of representatives
fromvarious components of the Center for Drug Eval uation and Research, including the Divison
of Medical Imaging and Radiophar maceutica Drug Products, the Regulatory Policy Staff, and the
Office of Compliance. The Agency has also contracted with an expert in the field of nuclear
pharmacy to assist in this effort. The workgroup has made substantial progress in developing a
draft guidance document that addresses the types of radiopharmaceutical compounding that: 1)
fall within the scope of the ordinary practice of nuclear pharmacy, routinely regulated by State and
local officdds or 2) exceed the scope of the ordinary practice of nudear pharmacy, subject to
regulation by FDA. The Agency intendsto release adraft guidance document regarding the
Agency’s enforcement policy on radiopharmaceutical compounding and will seek public comment
on that document.

On February 6, 2001, theU.S. Court of Appealsfor the Ninth Greuit declared section 503A of
the FFD& C Ad to beinvalid (Western States Medical Center v. Shalala, D.C. No. CV-98-01650
(RLH)(Sth Cir. 2001)). The Agency is currently assessing the impact of that ruling on the
radiopharmaceuti cal guidance document.

Item

Secondary Market for Prescription Drugs— The Conmittee supports the recent FDA action to
delay the effective dat e for implementing certain requirements of the Prescription Drug Mark eting
Act until October 1, 2001, and reopen the administrative record in order to receive additional
comments The Committee believes the Agency should thoroughly review the potential impact of
the proposed provisions on the secondary wholesale pharmaceutical industry. The Comnittee
directsthe FD A to provide areport to the Committee by January 15, 2001, summarizing the
comments and issues raised and Agency plans to address the concerns.

Action to be taken

The Agency published a notice that delayed the effective date for certan partsof the final rule for
implementing certain requirements of the Prescription Drug Marketing Ad until October 1, 2001.
A Part 15 public hearing to develop afactual basis for decision. After the hearing, the Agency
decided to further dday the effective date until April 1, 2002. The Agency believesthat this
additional time will relieve existing pressures on industry to begin implementing the regulation,
provide time for Congress to determine whether |egidative changes are appropriate, and provide
the Agency time to conduct rulemaking with respect to authorized distributors and blood centers,

Thereport isin fina clearance within the Administration and should be forwarded within the next
month.

Item
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Shellfish Safety -- “FDA's Office of Seafood has a memor andum of understanding with the
Interstate Shellfish Sanitation Commission (1 SSC) to develop shdlfish regulations. The
Committee understandsthat the Agency funds this agreement & alevd of $200,000, and directs
that this level of effort is to continue in fiscal year 2001.”

Action to be taken

The Food and Drug Adminigtration is amember of the ISSC and, as such, consults extensvey
with the ISSC on research and similar activities that benefit the ISSC and its member states,
including regulations when necessary. The FDA laboratory at Dauphin Island, Alabama is amost
entirely dedicated to research projects designed to improve safety measures for molluscan
shellfish. Such safety measures would be applied through control strategies adopted by the ISSC
for use by the state programs. T he three categories of projects underway at Dauphin Idand
involve learning more about vikrio bacteria, viruses, and marine toxins that can all affect
molluscan shelifish.

. For vibrios, Dauphin Island is working to identify the most hazardous strains of vibrios so
that control strategies can focus on those that are the most hazardous, and is also studying
the effectiveness of post-processing technologies in eliminating vibrios from oysters. That
l[aboratory is aso attempting to improve our understanding of how vibrios survive and
grow in various environmental conditions. The lab has al instituted a training program
for personnel fromstatelaoraories in order to improvetheir ability to detect Vibrio
parahaemolyticus, an organism that caused hundreds of illnesses a few yearsago.

. For viruses, Dauphin Idand isworking to find superior “indicators,” i.e., bacteriain the
water tha indicatethe likely presenceof virusesinshdlfish. Thelab is also working to
detect and identify viruses directly in shdlfish, thus potentially diminating the need to
infer their presence from*“indicaors’ inthe growing waters

. Dauphin Island is performing similar types of experiments to better understand marine
toxins that can cause severe iliness if present inshellfish

This level of effort will continueinFY 2001.
Item

Vibrio Vulnificus -- “The Committee expects that FDA will continueitswork withthe Interstate
Shdlfish Sanitation Commission (ISSC) to promote educational and research activities related to
Vibrio Vulnificus. The Committee directs the use of $250,000 for this effort, within the amounts
appropriated for the Food Safety initiative”

Action to be taken

FDA is working withthe Interdate Shellfish Sanitation Commission and the Committee to assure
that these activities are funded at an appropriate level. We have dready sent $200,000 to the
ISSC and plan to send another $50,000 for atotal of $250,000 for vibrio work plus other shellfish
activities as noted above.
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Item

Wage-Management Education and Research Consortium —Within the sums provided for food
safety, the Committee directs the Food and Drug Administration to provide not less than
$100,000 for the Waste-Management Education and Research Consortium (WERC) to Continue
its work in minimizing microbial hazards.

Action to be taken

FDA will maintain the level of funding of $99,780 (reflects enacted levels adjusted for the

FY 2001 0.22 percent rescission) within the appropriated amount for the Food Safety Initiative
for the Waste-M anagement Education and Research Consortium (WERC) to continueitswork in
minimizing microbial hazards.
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Senate Report No. 106-288
Item

Within the total funding available for food safety, at least $1,800,000 isfor FDA activitiesin
support of Codex Alimentarius.

Action to be taken

FDA will provide $1,796,040 (reflects enacted levels adjusted for the 0.22 per cent rescission)
from within the gppropriated amount for the Food Safety Initiative in support of Codex
Alimentarius activities. FDA isparticipating in the Codex Ad Hoc Intergovernmental Task Force
on Foods Derived from Biotechnology to develop intemational principles and guidelines for safety
assessment of bioengineered foods.

Item

In addition, the funding provided for food safety will ensure the expansion of food contract
inspedions in the State of Alaska Spedficdly, it will allow the FDA to contract with the State of
Alaska. ...... Thecontract proposal to begin July 1, 2000, for approximately $121,000, will fund
200 inspections which includes about 140 seafood/HACCP inspections and 60 other food
inspections. T he establishments to be inspected will be mutuadly agreed upon by FDA and the
State of Alaska

Action to be taken

Within the funding of $121,000 provided for food safety, FDA will provide resourcesto ensure
the expansion of food contract ingpections, in particular in Alaska. Every year it isthe Agency's
god toincrease high-risk state contract inspections. In FY 2001, we ar e increasing inspections
from 200 to 350 in the State of Alaska.

Item
Included in the total increase provided for premarket review is $1,000,000 to analyze risks
associated with emerging biotech foods and develop criteria for evaluating the safety of biotech

foods used for aninal feeds

Action to be taken

FDA will provide $997,800 (reflects enacted levels adjusted for the 0.22 percent rescission)
withinthe funding provided for premarket review, to support biotechnology risk-based research
and evaluate the safety of hiotechnology foods used for animal feeds FDA published a proposed
rule on January 18, 2001, that, if finalized, would require devel opers to notify FDA 120 daysprior
to marketing a food developed using the tools of modern biotechnology. Also, FDA has drafted
guidance to industry for evaluating whet her proteins introduced into foods using bioengineering
may cause alergic reactions in sensitive individuals. FDA has committed funding to the National
Research Council concerning aproposd on assessing or predicting unintended health effeds of
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bioeng neered foods. In addition, FDA will provide resources to develop benchmarks to evduate
the safety of biotechnology foods used for animal feeds.

Item
Included in the premarket review increase for Biologicsis $2,200,000 to improve the quality and
safety of the Nations' s blood supply by inproving, developing diagnostic tests and identifying

validation criteria.

Action to be taken

FDA expectsto use premarket review increases of $2,200,000 to improvethe quality and safety
of the Nations's blood supply by improving, devd oping diagnostic testsand identifying vdidation
criteria.

Item

Included in the Device premarket review increase is$2,800,000 to ensure the safety and efficacy
of reprocessed devices. FDA will focus on increasing product review activities and devel opment
of standards for high-risk reuse applications. FDA will accomplish these activities through
hospital outreach, such as mailings, conferences, and web notices.

Action to be taken

The Agency expectsto use $2,800,000 to ensure the safety and efficacy of reprocessed devices.
FDA will focus on increasing product review activities and developmert of standards for high-risk
reuse applications. FDA will accomplish these activities through hospital outreach, such as
mailings, conferences, and web notices.

Item

The Committee continues to provide $500,000 for clinica pharmacology grants awvarded on a
competitive basis, an increase of $40,000 from the fiscal year 2000 funding levd.

Action to be taken

In FY 2001, FDA awarded $6500,000 in clinical pharmacology grants to Indana University.
Indiana University was the grantee red pient as wel in FY 2000 in the amount of $459,992.
Previous grantees in this program include: University of Illinoisat Peoria, Meharry Medical
College, State Univesity of New Y ork at Binghanton, and theMayo dinic.

Item
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Dietary Supplements — Anincrease of $1,000,000 is included in the total funding recommended
for fiscal year 2001 for the Foods Program for collaborative research on dietary supplementswith
the National Center for Natural Products Research, Oxford, MS.

Action to be taken

To date, FDA is currently collaborating with the National Center for Natural Products Research
in Oxford, Mississppi, to review botanicals in dietary supplements. To support these research
efforts, FDA will provide funds at alevel of $997,800 (reflects enacted levels adjusted for the
0.22 percent rescission). The ability to identify and analyze specific components in ingredients,
including botanica ingredients and in finished productsis an essential component of research and
regulatory programs directed at ensuring the safety and effectiveness of dietary supplements. T he
goals of the contract are to: (1) Convene scientific workshops to idertify and discuss general
principles and criteriafor authenticating botanica reference materias; (2) Obtain, document, and
characterize authenticat ed refer ence materials for botanica ingredient sour ces of ephedrine
dkaloids, and (3) Review the available scientific literature relative to the safety of Mayapple
(Podophyllum peltatum L.). By the end of the contract year, afinal report will be prepared
summarizing all accomplishmentsinall activities.

Item

Gene Therapy Patient Tracking System — The Committee believes FDA should establish a gene
thergpy tracking sygem designed to measure both short-term and long-term outcomes of
treatment protocols. The FDA was urged in 1994 to set up such a system. Between December
1994 and 1996, FDA developed apilot gene therapy patient tracking system, known as Gene
Thergpy Information Network (GTIN). Thismodd wasused to develop the National
Xenotransplantation Database (NXD). However, no gene therapy patiert tracking system has
been put into operation to date by FDA. Given thelong timethat FDA has had to develop such a
tracking system, and the recent reported deaths of gene therapy patients, the Committee believes
that FDA should move aggressively to establish such atracking system. Therefore, the
Committee within 3 months from the date of enacment of this Act on afull plan, including the
budget needed to establish thistracking system and itsintegration into FDA’ adver se event
reporting system within the upcoming 12 months.

Action to be taken

A report on the Gere Therapy Information Network hasbeen provided to the Department for
forwarding to the Committee.

Item

Biotechnology- “ The Committee undergandsthat the FDA frequently rece ves requeds from
foreign governmentsfor FD A regulatorsto visit foreign countriesto educate regulators on the
evaluation of the safety of biotechnology. Providing information on the soundness of the U.S.
regulatory process will promote the understanding of the benefits of biotechnology to human
hedth and the environment and improvethe dimae for acoeptance of U.S. Agricultural products
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abroad. The Committee directs the FDA to allocate adequate funding so that Agency
represertativesmay performthisservice.”

Action to be taken

FDA will allocate adequate funding so that Agency representatives may visit foreign countries to
educate regulators on the evduation of the safety of biotechnology.

Item

Heart Healthy L abeling of Salmon— The Food and Drug Adminigration is considering adoption
of a health daim that “consumption of Omega 3 fatty acids may reduce therisk of coronary artery
disease” and accepted public comment through November 22, 1999. The Committee has been
advised that the scientific evidence was overwhelming onthe positive effects that Omega 3 faty
acids found in salmon have on preventing heart disease and, in some cases, even reversing it. The
Committee directs the Agency to expedite consideration of thisissue and report back to the
Senate Committee on Appropriations on its decision no later than December 1, 2000.

Action to be taken

The Agency submitted the report to the Committee on February 5, 2001.
Item

Direct Food Additive Reviews— The Congress provided FDA with additional funds for fiscal year
2000 to accelerate the rate of review of direct food and color additive petitions, including those
with food safety bendits. The Committee expects FDA to establish performance benchmarks to
measure its progress in utilizing these resources to meet its application review goals. The
Committee also expects FDA to seek public input on program enhancements, including those
intended to optimize prefiling interactions between the Agency and potential applicants of new
direct additives and other food ingredients. These actions should occur as soon as possible. FDA
should report to the Committee by December 3, 2000, on its use of fiscd year 2000 funds to
reduce the backlog of food additive petitions.

Action to be taken

The Agency hasprepared a report to repond to the Committee’s direction. It wasforwarded to
the Department for transmittal to the Committee on March 9, 2001.

Item

Expedited Review of Competitive Exclusion Products — “The Committee understands that
competitive exclusion products offer an innovative and vauable approach to reducing Samonela
and other harmful bacterial in poultry and livestock. The Committee is concerned, however that
only one competitive exclusion product has been approved to date despite public statements by
FDA, USDA, and the President's Food Safety Council supporting this emerging
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technology. Inview of the significant public health berefits of competitive exclusion products,
the FDA should review new animal drug applications for these products on an expedited review
basis.”

Action to be taken

FDA announced on March 5, 2001 the availability of a guidancefor industry entitled “Expedited
Review for New Anima Drug Applications for Human Pathogen Reduction Claims.” The
guidance provides advice to industry about the process that the Center for Veterinary Medicine
(CVM) plans to use to grant Expedited Review Status (ERS) for applications for new animal
drugs intended to reduce human pathogens in food-producing animals.

FDA believesit isin theinterest of public health to grant ERS to applications for new animal
drugs that may decreasethe incidence of human illness through their action againg human
pathogens in animals and that meet the criteria in this guidance.

Specifically, the guidance provides procedures for requesting and criteria for granting ERS to new
animal drug applications submitted to the Agency for gpprova of new anima drugs for which the
label would bear human pathogen reduction clams. Under CV M’ s expedited review program,
such productstha potentially offer important advances in human pathogen reductionin
food-animal s should receive expedited review commencing at the Invegigational New Animdl
Drug stage. ERS does not affect the approva standard; applications are expected to meet the
same standards for data quality and evaluation that apply for other new animal drug approvals.

Item

Salmonella enteritidis —* Indevel oping a rule concerning on-farm standardsfor prevention of
Salmonella enteritidis in shell eygs pursuant to any planto eliminate Salmonella enteritidis
illnesses due to eggs, the FDA shall--a) consider one environmental test per laying cycle for each
layer house for verification of the producers Salmonella enteritidis reduction plan; b) consider
when it is appropriate to require diverson of shell eggs to treat ment, such as pasteurization, and
base any requiremert for testing that would necessitate diversion, which may include the receipt
of apositive eggtest result, on sound science; ¢) conduct or support research to develop cos-
effective and improved testsfor determination of Sa/monella enteritidis; and, d) olicit comments
on appropriate options for implementing a Salmonella enteritidis reduction plan in shell eggs,
induding comments on conducting and funding testing, through state and federal programs”

Action to be taken

FDA isconddeing provisons in its deliberations. Specifically, the President's Coundl on Food
Safety hasidentified egg safety as one component of the public health issue of food safety that
warrantsimmediate federal interagency action. Inresponse, the "Egg Safety From Production to
Consumption: An Action Plan to Eliminate Salmonella enteritidis 11Inesses Due to Eggs" was
developed. The Action Plan identifies the systems and practices to be implemented to reduce and
ultimately, eliminate eggs as a source of human Salmonella enteritidis (SE) illnesses. Aninterim
goa of the Egg Safety Action Plan is a 50 percent reduction in egg-associated SE illnesses by
2005.
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To conslidate egg saf ety overdght responsibilitiesand provide clarity, the Presdent's Council on
Food Safety idertified one responsible agency for each stage of the farm-to-table continuum based
on the strengths of each agency. FDA will develop standards for the producer and State agencies
will provide inspection and enforcement of the standards on the farm. FSIS will develop standards
for both shell egg packers and egg products processors and will provide inspection and
enforcemert for both. CDC will conduct surveillance and monitoring activities focusing on human
health and FDA will conduct surveillance and monitoring of the food supply.

The Center for Food Safety and Applied Nutrition hasincluded the following Egg Safety godsin
its FY 2001 Program Priorities Wor kplan:

Published, on December 5, 2000, afinal rule on egg labeling and refrigeration.
Work with States to implement the egg label and refrigeration rule.

Conduct education campaigns for the egg label and refrigeration rule.

Publish proposed egg safety rule for farm and retail.

Solicit comments through public meetings on egg safety proposd.

Initiate SE research plan.
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Conference Report, 106-948

Item

The conference agreement provides increasesfromthe fiscal year 2000 levels of $1,000,000 for
orphan product grants, as recommended by the Senate; and $1,200,000 for the Office of Generic

Drugs to reduce generic drug application review and approval times.

Action to be taken

The Office of Generic Drugs (OGD) continues to refinethe review processto increase efficiency.
The number of new staff hired in the last fiscal year are now fully trained and are demonstr ating
high levdsof productivity. For FY 2001, OGD was provided with additional staff above the prior
year’s allocation. The Agency continues to examine every aspect of the review process to try to
identify problem areasto be addressed. We also plan to revise the current system for amendment
designation (mgor versus minor) to improvetotal review times. At theend of January 2001, there
were 408 ANDASs awaiting review with only 32 waiting mor e than six months. The goal for FY
2001 isto complete afirst review cycle for 50 percert of the applications within the statutory
180-day time frame. OGD’ sgoals for FY 2000 was 45 percent..

As recommended by the Senae, the Orphan Grarts programhas $12,514,000 avail eble for grants
in FY 2001 and increase of $1,000,000 over FY 2000 less $28,000 for the recision.
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Item

The conferees direct that FDA provide $1,500,000 from sums provided for food safety for a
contract with New Mexico State University’ sPhysical Science Laboratory to establish an
agricultural productstesting laboraory in Dona Ana County, New Mexico. The laboratory will
conduct rapid screening analyses of fresh fruits and vegetald es (imported and donestic) for
microbiological contamination of products in the Texas, New Mexico, Arizonaarea. The
laborat ory will augment FDA'’ s capabilities and facilitat e rapid testing of these perishable
products.

Action to be taken

FDA will provide $1,497,000 (reflects enacted levd sadjusted for the 0.22 percent resdssion) to
contract with New Mexico State University’ sPhysical Science Laboratory (NMSU/PSL). FDA
and NMSU/PSL participated in ameeting on March 1, 2001. The NMSU Project Manager and
FDA agreed that the project should focus on method evaluation of rapid testing methods. These
would include micro and biochemical lab tests as well as evaluation of field test kits for our
invedigators. While the lab is not ready to handle regulatory samples it could be used to gather
data in evaluation of rapid testing methods. The lab’swork will help in the goa of reducing the
timethat it takesfor perishable productsto go from harvest to market. Inorder to dlow for time
to evaluate the work of the laboratory, no resources are requested for this project in FY 2002.

Item

Electronic Facid Toning -- “It hasbeen brought to the conferees' attention that mekersof
electronic facid toning appliances have been informed by the FDA that their product may be
medical devices under the law. The conferees encourage that FDA to consider the companies
clams tha produds are purely cosmetic and not "intended to affect the structure of any function
of the body". Nothing in thisconference report language should betaken to diminish or attempt to
diminish the responsibility under the law for the FDA to continue to protect American consumers
FDA will report to the Appropriations Committee of the House and Senate on their findings.”

Action to be taken

In evaluating the intended use of a product, FDA evaluates all relevant information. The intended
physiological efect of the electrical facial toning mask, Rejuvenique, is to introduce electrical
current to the face. The manufacturer is claiming that this physiological effect will produce a
particular cosmetic result. The Agency concludes that the Rejuvenique product is an €electrical
muscle simulator that isintended to affect the structure or function of the body as defined in
section 201 of the Act, and should be regulated as a device. FDA has always regulated electrical
muscle stimulators that impart electrical current to the body, and has consistently maintained that
electrical facial muscle stimulators are devices.

Products can fall within the definition of a device, and aso be used for cosmetic pur poses. The
Agency has along history of regulating as devices many products used to improve and enhance
the appearance of healthy individuals. These include, but are not limited to, breast implants,
collagen inections, scalpels, and other surgical instruments that are used to perform face lifts,
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liposuction, and other cosmetic surgery. Indeed, collagenis a device that is used, like
Rejuvenique, to eliminate wrinkles.

The particular promotional language of any manufacturer of such devices does not alter the fact
that it delivers electrical current directly to the body and creates special risks to consumers.
Unlike cosmetic creamsor exercise equipmert that make smilar clains to Rejuvenique for
improving appearance, products like Rejuvenique (el edric muscle stimulators) create special risks
to consumers. This product needs to be reviewed before it is marketed to the public.

Item

Labding of Irradiated Foods -- “The conferees expect FDA to make fina the regulations
regarding labding of irradiated foods by March 1, 2002, and report to theHouse and Serate
Committees on Appropriations on the status by November 15, 2000. This agreement changesthe
dates proposed for final regulations by the House of Septermber 30, 2001 and by the Senate of
October 30, 2001.”

Action to be taken

FDA provided the report on Food Irradiation Labeling Concerns to Congress on January 5, 2001.
FDA will make fina by March 2002 regulations that prescribe alternative truthful and
nonmisleading labding disclosures that may be used on foods treated by ionizing radiation in lieu
of the exiding FDA-required disclosure.
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Table of Estimates and Appropriations

Salaries and Expenses

Budget

Estimate House Senate
Year to Congress Allowance Allowance Appropriation
1988 454,109,000 450,504,000 454,109,000 450,504,000
1989 481,844,000% 481,844,000 481,844,000 481,844,000°
1990 556,571,000* 550,171,000 581,871,000 567,079,000°
1991 654,808,000° 654,808,000 661,652,000 656,519,000/
1992 737,604,0008 725,962,000 704,734,000 725,962,000
1993 757,038,000° 744,135,000 744,135,000 792,035,000
1994 867,339,000 867,339,000 692,339,000 870,123,000%
1995 926,007,000 914,394,000 754,587,000 897,104,000
1996 965,462,000%° 917,694,000 917,694,000 917,694,000
1997 964,178,000" 920,903,000 920,902,000 920,903,000
1998 987,735,000 866,467,000 978,227,000 962,671,000%°
1999 1,153,259,000% 1,010,230,000% 1,240,250,000% 1,117,525,000%
2000 1,301,992,000% 1,214,231,000 1,196,819,000 1,199,677,000%
2001 1,354,989,000% 1,256,806,000 1,233,424,000 1,234,425,000%
2002 1,372,479,000%

1 The FY 1988 request includes Amendments of +$8,880,000 for AIDS, -$2,357,000 for reduced FERS Agency
contribution rate, and $33,800,000 proposed to be available from user fees.

2The FY 1989 request includes funding of $40,420,000for AlDS-rdated work which was proposed to befunded in
the AIDS Research and Education Acoount.

¥ The FY 1989 appropriation does not include$5,000,000 added in the Anti-Drug Abuse Ad.

4 The FY 1990 request includes $56,941,000 which wasincluded in the proposed National HIV Program account,
$13,900,000 requested as a supplemental appropriati on, and $100, 000,000 proposed to be available from user fees.

® The FY 1990 appropriation includes $7,092,000 which was subsequently sequestered.

® The FY 1991 request includes $157,175,000 pr oposed to be available from user fees.

"The FY 1991 appropriation includes $8,868 which was subsequently sequestered.

8 The FY 1992 request includes $197,500,000 proposed to be available from user fees.

* The FY 1993 appropriation request ind udes $200,000,000 proposed to be availalde from user fees.

' The FY 1993 appropriation includes $1,900,000 to fund a clinical pharmacology pilot program; and a
$3,000,000 supplemental for Mammography Quality Standards Act (MQSA) to be transferred from HCFA, NIH
and CDC; and $36,000,000 far the Prescription Drug User Fee Ad.

" The FY 1994 request incl udes $54,000,000 for the Prescripti on Drug User Fee Act (PDUFA); $64,600,000 for
Investment Ini tiatives; $200,000, 000 proposed to be available from User Fees.

2 The FY 1994 appropriation includes $56,284,000 for PDUFA ($2,284 which was a supplemental appropriation),
and $40,000,00for Investment Initiatives

B The FY 1995 1995 request incl udes $79,423,000 for PDUFA; $24,000,000 for Device User Fees; $6,500,000 for

MQSA feecollections and ather user fees of $228,000,000. Al induded is atransfer fram Officeof the
Secretary, Officeof General Counsd to FDA of $2,745,000 and 34 FTE.
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¥ The FY 1995 appropriatian includesan amended S&E BA o $817,681,000and $79,423,000 for PDUFA. The
amount does not include anti cipated collectionsof MQSA inspections fees of $6,500,000. The level reflectsthe
amended appropriation which rescinded $2,290,000.

5 The FY 1996 request includes S& E BA of $828,999,000; $84,723,000 for PDUFA; $13,000,000 for MQSA fee
collections; $23,740,00 for MDUFA; and $15,000,000 for Import fees.

® The FY 1996 appropriation incl udes S& E BA of $819,971,000; $84, 723,000 for PDUFA; and $13,000,000 for
MQSA fee collections.

7 The FY 1997 request includes S& E BA of $823,771,000; $87,528,000 for PDUFA; $13,403,000 for MQSA fee
collections; $24,476,00 for MDUFA; and 15,000,000 for Import fees.

8 The FY 1997 appropriation incl udes S& E BA of $819,971,000; $87,528,000 for PDUFA; and $13,403,000 for
MQSA fee collections.

¥ The FY 1998 request includes S& E BA o $750,922,000; $91,204,000 for PDUFA; $13,966,000 far MQSA;
$131,643,000 for new user fees. Does not reflect proposed PDUFA Supplemental request of $25,618,000 requested
with the FY 1999 President’s Budgd.

2 The FY 1998 appropriation incl udes S& E BA of $857,501,000; $91,204,000 for PDUFA; and $13,966,000 for
MQSA fee cdlections.

2 The FY 1999 request includes S& E BA o $878,884,000; $132,273,000 for PDUFA; $14,385,000 far MQSA;
1,000,000 for Export Certification, and $127,717,000 for new user fees.

2 The FY 1999 House Action, Senate Action and Appropriation i ncluded the GSA Rent within the S& E
Appropriation (BA of $82,866,000; PDUFA o $5,428,000).

Z The FY 1999 appropriation incl udes S&E BA of $888,001,000; GSA Rent of $82,866,000 $132,273,000 for
PDUFA; and $14,385,000 for MQSA fee cdlections.

2 The FY 2000 request includes S& E of $1,109,950,000 (including $100,180,000 of GSA Rent of which 5,643,000
is PDUFA); $145,434,000 for PDUFA; $14,817,000 for MQSA; $12,700,000 far Seafood Transfer User Fees, and
$17,000,000 for new user fees.

% The FY 2000 appropriation includes S& E BA of $1,109,950,000 (including $94,537,000 of GSA Rent,
$3,000,000 for Seafood Transfer); $145,434,000 for PDUFA; $14,817,000 for M QSA; $12,700,000 for Seafood
Transfer User Fees, $17,000,000 far new use fees and $13,400,000 for Bioterrorism.

% The FY 2001 request includes S&E of $1,156,905,000 (includi ng $99,094,000 of GSA Rent); $149, 273,000 for
PDUFA; $15,128,000 for MQSA; $12,700,000 for Seafood Transfa Usa Fees, $1,500,000 for Export
Certification; and $19,483,000 for new user fees (Food Additive $8,400,000; Premarket M edical Devices
$5,833,000; Foods Export Certification $5,250,000).

2 The FY 2001 appropriation i ncludes S& E BA of $1,068,524,000; GSA Rent of $104,954,000 (of which
5,860,000 is PDUFA); $149,273,000 for PDUFA; $14,947,000 for MQSA; and $1,500,000for Export
Certification. Does notinclude $22,950 million for drug importation which is nat avalable until requested by the
President.

% The FY 2002 request includes S& E BA o $1,173,673,000; $161,716,000 for PDUFA; $15,590,000 far MQSA;
$1,500,000 for Export Certification; and $20,000,000 for new user fees. Does not incl ude $22,950 million for
drug importation which is not available until requeged by the President.
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Table of Estimaes And Appropriations

Renta Paymentsto GSA

Budget
Estimate House Senate
Year to Congress Allowance Allowance Appropriation

1988 34,495,000 25,612,000 34,495,000 25,612,000
1989 25,612,000 25,612,000 25,612,000 25,612,000
1990 25,612,000 25,612,000 25,612,000 25,612,000
1991 25,612,000 25,612,000 25,612,000 25,612,000"
1992 25,612,000 25,612,000 25,612,000 25,612,000
1993 25,612,000 25,612,000 25,612,000 25,612,000
1994 48,575,000 48,575,000 48,575,000 48,575,000?
1995 48,575,000 46,294,000° 46,294,000 46,294,000*
1996 46,294,000 46,294,000 46,294,000 46,294,000°
1997 46,294,000 46,294,000 46,294,000 46,294,000°
1998 46,294,0007 46,294,000 46,294,000 46,294,0007
1999 82,866,0008 82,866,000° 82,866,000° 88,866,000°
2000 100,180,000 95,888,000 93,697,000 99,954,000
2001 99,094,000+ 99,094,000 99,094,000 99,094,000
2002 98,876,000

! Does not refled $333 which was subsequently sequestered.

2 Includes $15,000,000 reserved for use by FDA far repairs and improvements to facilities.

® Reflectsa GSA rent reduction of $2,281,000 to the rent cap.

“Includesan authorized reduction of GSA rent payments of $3,970,000 to cover FDA'’ s Building Del egation expenses.
% Includes an authorized reduction of GSA rent payments of $3,957,000to cover FDA s Buil ding Del egation expenses.

% Includes an authorized reducti on of GSA rent payments estimated to be $4,705,000 to cover FDA’s Building
Delegation expenses.

" Includes an authorized reduction of GSA rent payments estimated to be $4,832,000 to cova FDA's Building
Delegation expenses.

8 Includes an authorized reduction of GSA rent payments estimated to be $4,917,0000 to cover FDA's Building
Delegation expenses and $5,428,000 of PDUFA collections.

8nFY 1999, Congressincluded GSA Rentin the S& E Appropriation. Includesan autharizedredudion of GSA rent
payments estimated to be $4,917,0000 to cover FDA's Building Delegation expenses and $5,428,000 of PDUFA
collections.

YPDUFA collections of $5,643,000 are not included.

PDUFA collections of $5,860,000 are not included.

2PDUFA collections of $6,240,000 are not included.
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Table of Estimaes And Appropriations

Buildings and Facilities

Budget

Estimate House Senate
Year to Congress Allowance Allowance Appropr iation
1988 1,450,000* 1,450,000 1,450,000 1,450,000
1989 26,450,000" 23,710,000 25,736,000 23,950,000
1990 1,450,000* 6,950,000 12,250,000 8,350,000
1991 4,752,000" 8,350,000 10,850,000 8,350,000
1992 10,000,000* 10,400,000 8,350,000 8,350,000?
1993 8,350,000 8,350,000 8,350,000 8,350,000
1994 8,350,000° 8,350,000 8,350,000 8,350,000
1995 8,350,000* 18,150,000 8,350,000 18,150,000°
1996 8,350,000 15,150,000 8,350,000 12,150,000°
1997 8,350,000 21,350,000 21,350,000 21,350,0007
1998 22,900,0008 21,350,000 21,350,000 21,350,0008
1999 8,350,000 11,350,000 12,350,000 11,350,000°
2000 31,750,000% 31,750,000 8,350,000 11,350,000
2001 31,350,000* 11,350,000 31,350,000 31,350,000
2002 34,281,000*

! Funding of facilities projects - 1984 through 1992 - was included i n the Program Ex penses request but appropriated
in this account.

2 Does not include $200,000,000 providedto GSA in the Treasury, Podal Sevice, General Govenment
Appropriation Act of 1992 for consolidation of FDA headquarter s facilities.

% Does not incl ude $73,900,000 provi ded to GSA in the Treasury, Postd Service, General Government Appropriation
Act of 1994 for consolidation of FDA headquarters facili ties.

“ Does not incl ude $45,000,000 provi ded to GSA inthe Treasury, Postal Service, General Government Appropriation
Act of 1995 for consolidation of FDA headquarters facilities.

® Incl udes $9,800,000 to purchase land and begin engi neering and design work for repl acement of FDA's Los
Angd esDidrict office and laboratory.

% Includes $3,800,000 for continuing work on an Arkansas Regional Laboratory at Jefferson, AR.

" Includes $13,000,000 for conti nuing modernizati on of Arkansas Regional Laboratory at Jefferson, AR.
8 Includes $14,550,000 for conti nuing modernizati on of Arkansas Regional Laboratory at Jefferson, AR.
® Includes $3,000,000 for continuing modernizati on of Arkansas Regi onal Laboratory at Jefferson, AR.

19 Incl udes $20,400,000 for construction of Phase | of the new Los Angeles Laboratory and $3,000,000 for
continuing modernizati on of Arkansas Regi ona Laboratory at Jefferson, AR.

2 Incl udes $20,000,000 for construction of Phase | of the new Los Angeles Laboratory and $3,000,000 for
continuing modernizati on of Arkansas Regi ona Laboratory at Jefferson, AR.

2 Incl udes $23,000,000 for construction of Phase | of the new Los Angeles Laboratory and $3,000,000 for
continuing modernizati on of Arkansas Regiona Laboratory at Jefferson, AR.
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Food and Drug A dministration
Detail of FTE by Grade

Program Level
FY 2000 FY 2001 FY 2002
Actual Estimate Estimate

Executive Level |......... ...... 0 0 0
Executive Level Il... ...... ..... 0 0 0
Executive Level I11......... .... 0 0 0
Executive Levd IV.... 1 1 1
Executive Level V... ...... ..... 0 0 0
Total, Exec. Level Salaries 1 1 1
ESB .o i i 0 2 4
ESH . 13 10 11
ES4 .ttt it ettt 20 22 20
ESB ittt it et et et e 8 10
ES2. it it it it et et et e 10 16
ESd. i 10 14 5
Total, ES Salaries 58 66 66
GS/GM -15.. VR 611 634 663
GSIGM -14... v 1,243 1,290 1,349
GSIGM -13....ciii e 2,414 2,504 2,622
GS-12. it 1,412 1,465 1,532
GS-11. i 449 466 487
GS-10.. it ittt 69 72 75
GSOt ittt 467 485 507
GSBiit it et et et et 237 246 257
(1 A 530 550 575
GSHB.ien it 176 183 191
GSH. 153 159 166
GSii it it 86 89 93
GSBit it et et e et e 33 34 36
GS2.i v 26 27 28
GS-Luiit it e 7 7 7
Subtotal, GS Salaries 7,913 8,211 8,588

Admin Law Judge 1 1

Sciertific, Legal 1 1

Sciertific, Technical 2 2
Research Service 42 42 42
Com. Corps, 08/07/06 210 210 210
Com Corps, Other 265 265 265
Subtotal, CC Salaries 476 476 476
AD (includes Title 42)... ...... 255 270 285
Wage Grade.. 68 68 68
Consultants... ...... ... oeeees . 13 13 13
Total FTE (End of Year) 8,830 9,150 9,542
Average ESlevel... ...... ...... 33 3.2 34
Average ES Salary... ...... ... 127,800 129,600 135,300
Average GS/GM grade...... . 11.7 11.7 11.7
Average GS/GM salary...... . 64,800 68,400 72,200
TARGET TOTAL 8,830 9,150 9,472,

Food and Drug A dministration
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Detail of Full-Time Equivalent Employment (FTE)
Program Level

FY 2000 | FY 2001 | FY 2002
Project Actual | Estimate | Estimate
Center for Food Safety and Applied Nutrition 860 910 936
Center for Drug Evaluation and Research 1,780 1,850 1,894
Center for Biologics Evaluation and Research 781 858 875
Center for Veterinary M edicine 271 306 320
Cente for Devices and Rad ol agical Health 1,021 1,015 1,028
National Center for Toxological Research 217 230 232
Taobacco 21 0 0
Office o Regulatory Affairs 3,093 3,204 3,467
Other Activities
Office of the Commissioner 100 105 115
Office of Senior Associate Commissioner 120 98 96
Office of Deputy Commissione for
International & Congtituent Relations 70 66 66
Office of Policy, L egidation & Planning 8 97 97
Office of M anagement and Systems 398 411 416
TOTAL 8,830 9,150 9,542,

Five Year History of GS/GM Average Grade

Year

FY 1998
FY 1999
FY 2000
FY 2001
FY 2002

Grade

11.6
11.7
11.7
11.7
11.7
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NEW POSITIONS REQUESTED INSTRUCTIONS (EXHIBIT Q) Page 1
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NEW POSITIONS REQUESTED INSTRUCTIONS (EXHIBIT Q) Page 2
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Location

Geographical Distribution of FDA Facilities

Activities

Washington, D.C. area:
Rockville MD

Washington, D.C.
Bethesda, MD
Beltsville, MD

Field Operations Facilities:

Jefferson, AR
Oakland, CA
Alameda, CA
Los Angeles, CA
Irvine, CA
Denver, CO

Maitland, FL
Atlanta, GA

Chicago, IL
Lenexa, KS

New Orleans, LA
Stoneham, MA
Winchester, MA

Baltimore, MD
Detroit, Ml
Minneapolis MN
Parsippany, NJ
Jamaica, NY

Cincinnati, OH
Philadelphia, PA
San Juan, PR

Dallas, TX
Bothell, WA

Other Specialized facilities:

Dauphin Idand, AL
Jefferson, AR
St. Louis, MO

FDA Headquarters and headquarters operations of the Human Drugs,
Biologics, Animal Drugs, Device and Radiological Health products
programs and laboratories

Foods program headquar ters and laboratori es

Human Drugs and Biologics laboratori es

Foods and Animal Drugs Research facilities

Arkansas Regioral Laboratory

Pacific Regional Office

San Frarcisoo Distriat Officeand laboratory

Pacific Regional Laboratory Southwest

Los Angeles District Office

Denver Distria Office and labaratory (speda emphasis in animal
drugs residue testing)

Florida District Office

Southeast Regional Office Southeast Regional Laboratory, and Atlanta

District Office

Chicago District Office

Kansas City Digtrict Of fice and laboratory (special emphasisin
pesticides andtotal dig analysis)

New Orleans District Office

New England District Office

Wincheder Engineering and Aralytical Center (testing of Medicd
Devices and Radid ogical Health Research productg)- Testing fadlity
for Radionuclides and Radigpharmaceutics.

Baltimore District Office

Detroit District Office and laboratory

Minneapolis Digtrict Office

New Jersey District Office

Northeast Regiona Office, Regioral laboratory and New Y ork District
Office

Cindnnati District Office and Forensic Chenistry Center (dementd
analysis)

Central Regional Office, Philadd phia District Officeand laboratory
(special emphasis on Human Drugs)

San Juan District Officeand laboratory (special emphasis on human
drugs products testing)

Southwest Regiona Officeand Dallas District Office

Seattle District Officeand Pacific Regional Laboratory Northwest
(specia emphasis on seafood pr oducts testing)

Fishery research (CFSAN)

National Center for Taxicological Resaarch (NCTR)
Specialized humandrugs product testing laboratory (CDER)
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User Fee History
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MEETING THE LEGAL CONDITIONS FOR PDUFA USER FEES

PDUFA, as amended, contains three legal conditions or "triggers" that must be satisfied each year

before FDA cancollect and sperd user fees. As anexample, the following calculations summarize
how those conditions were met for FY 2000. All of the conditions for FY 2001 will not be known
until after the end of the fiscal year in October 2001.

The first condition is that FDA's Salaries and Expenses Appropriation (excluding user fees) must
meet or exceed FDA's FY 1997 Saaries and Expenses Appropriation (excluding user fees and
adjusted for inflation). In FY 2000, FDA's Salaries and Expenses Appropriation (excluding user
fees and rent to GSA, both of which were not includedinthe FY 1997 Appropriged amount)
totaled $940,458,000. FDA's FY 1997 total Salaries and Expenses appropriation, excluding user
fees, and adjusted as required by the statute, was $850,719,913. Therefore, since the FY 2000
amourt is greder, the first condition wasmet.

The second condition is that the amount of user fees collected each year must be pecificdly
included in FDA's appropriations. For FY 2000, FDA's appropriation acts specified that
$145,434,000 would come from PDUFA fees, in addition to sumsprovided inregular
appropriations. The appropriation act specified that the fees collected could remain available until
expended. Thus the second condition wasmet.

The third condition is that user fees may be collected and used only in years when FDA also uses a
specified minimum amount of appropriated funds for the drug review process. The specified
minimumisthe amount FDA spent on thedrug review process from gopropriations (exclusive of
user fees) in FY 1997, and adjusted for inflation. 1n FY 1997, FDA's actual obligations for the
process for the review of human drug applications, excluding obligations paid from user fees, was
$147,959,689, asreported in the FY 1997 Financial Report to Congress. Multiplying this amount
by the adjustment factor of 1.0375, FDA's1997 adjusted costs for the process for the review of
human drug applications paid from gppropriations exclusive of fees, is$153,508,177. Asshownin
the FY 2000 PDUFA Financid Report, FDA obligated $167,646,122 from gppropriated fundsin
FY 2000 for the drug review process, which exceeded the specified minimum amount. Thus, the
third condition was met.
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510(k)

AADA
ADE
ADAA
ADR
AERS
AHI
AIDS
ANDA
ANSI
APHIS

BLA
BIMO
BSE

CABS
CARS
CBER
CDC
CDER
CDRH
CFO
CFSAN
CGMPs
CXb
CMC
COMSTAS
COBOL
CRADA
CRS
CTS
CVM

DHHS
DNA
DOD
DOL
DQRS
DRLS
DSHEA

EDR
EDMS
EIP
EIR

GLOSSARY OF ACRONYMS

Premarket ndtification (Medical devices substantially equivalent to

products already onthe market)
Abbreviated Antibiotic Drug Application
Adverse Drug Event

Animal Drug Availability Act of 1996
AdverseDrug Repart

Adverse Events Reporting System
Animal Health Inditute

Acqui red Immune Deficiency Syndrome
Abbreviated New Drug Application
Ameican National Stardards Irstitute
Animal Plant and Health Inspection Savice (USDA)

Biologics License Application
Bioresearch Monitoring
Bovine Spongiform Encephalopathy (M ad Cow Disease)

Confor mity Assessment Bodies

Compliance Achievement Reporti ng System

FDA Center for Biologics Evaluation and Research
Centers for Disease Control and Prevention

FDA Center for Drug Evaluation and Research
FDA Certer for Devices and Radidogical Health
Chief Financid Officer

FDA Center for Food Safety and Applied Nutrition
Current Good Manufacturing Practices
Creutzfeldt-Jakob Disease

Chemistry, Manufacturing, and Cortrols
Compliance Status Information System

Common Business Oriented Language
Cooperative Research and Devel opment Agreement
Contaminati on Response System

Correspondence Tracking System

FDA Center for Veterinary Medicine

Department of Hedl th and Human Services
Deoxyribonucleic Acid

Department of Defense

Depart ment of Labor

Drug Quality Reporting System

Drug Registration and Listing System

Dietary Supplement Health and Education Act

Electronic Document Room
Electronic Data Management System
Emerging Infection Program
Establishment | rspedion Report
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ELA
EPA
ERS
ETS
EU

FACTS
FAO
FAS
FDAMA
FFD&C Act
FIS

FLQ
FORCG
FPL
FPLA
=S
FSIS
FTC
FTE

FY

GAO

GAPs
GATT
GPRA
GMPs
GRAS
GSFA

HACCP

HDE
HIV
HUD

ICH
IDE
INAD
INADA
IND
IOM
ISO
ISRS
IT

IVD

JECFA
JFSAN
JNAD

Establishment License Application
Environmertal Protection Agency
Economic Research Service
Environmental T obacco Smoke
European Union

Fied Accomplishment and Compliance Tracking System
United Nations Food and Agricultural Organization
USDA Foreign Agriculture Service

Food and Drug Administration Modernization Act of 1997
Federa Food, Drug and Cosmetic Act

Field Information System

Fluoroquinolone

Food Outbresk Coordination Response Group

Final Printed Label

Fair Packaging and Labeling Act

National Food Safety Initiative

Food Safety Ingpection Service (USDA)

Federal Trade Commission

Full-time Equivalent

Fiscal Year (Octdber — September)

General Accounting Office

Good Agricultural Practices

Generd Agreement on Tariffsand Trade
Govermmert Performance and Results Ad of 1993
Good Manufacturing Practices

Gengally Recognized as Safe Food | ngred ents
General Standards for Food Additives

Hazard Analysis Critical Control Points (A quality assurance and
inspection technique)

Humanitarian Device Exemption

Human Immunadefiaency Virus

Humanitarian Use Device

International Conference on Harmonization
Investigational Device Exemption
Investigational New Animal Drug
Investigational New Animal Drug Application
Investigational New Drug

Ingtitute of Medicine

International Standards Or ganization
Individual Safety Reports

Information T echnology

In Vitro Diagnostic

Joint Expert Committee on Food Additives

Joint Ingtitute for Food Safety and Applied Nutrition
Geneic Investigational New Animal Drug
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LACF
LAN
LBITF

MATS
MDR
MERSTM
MMBM
MOU
MPRIS
MQSA
MRA

NADA
NAFTA
NAFTA TWG
NARMS
NASS
NCI
NCIE
NCTR
NDA
NDE/MIS
NIAID
NIDA
NIEHS
NIH
NLEA
NME
NPR
NPRM
NRC
NTP
NVPO

OASIS
OBRR
OPA
ORA
ORISE
OSHA
oTC
OTR
OTRR
OVRR

PAS
PDPs
PDUFA

Low Acid Canned Foods
Locd Area Nework
Least Burdensome Industry Task Force

Management Assignment Tracking System

Medical Device Reporting System

Medical Event Reporting System for Transfuson Medicine
Mammalian Meat and Bone Meal

Memorandum of Understanding

Mammography Program Reporting and Information Systems
Mammography Quality Standards Act

Mutual Recognition Agreement

New Animal Drug Application

North Atlantic Free Trade Agreement

North American Free Trade Ageement Technical Working Group
Nationd Antimicrobia Resistance M onitoring System
Nationd Agricultural Statistics Survey

National Cance Institute

Notice of Claimed Investigational Exemptions

FDA National Center for Toxicological Research
New Drug Application

New Drug Evaluation Management | nformation System
Nationd | ndtitute of Allergy and Infectious Diseases
National Institute on Drug Abuse

Nationd I ndtitute for Environmental Hedlth Sciences
Natioral Institute of Health

Nutrition Labeling and Education Act

New Molecular Entity

National Partnership for Reinventing Government
Notice of Proposed Rulemaking

National Resear ch Council

National Toxicdogy Program

Nationa Vaccine Program Office

Opeational and Administrative System fa Import Support
Officeof Blood Research and Review (CBER)

Office of Premarket Approvals (CFSAN)

FDA Office of Regulatory Affairs

Oak Ridge Ingtitute for Science and Education
Occupational Safety and Health Administration
Over-the-Counter

Officeof Testing and Resaarch (CDER)

Officeof Therapeutics Research and Review (CBER)
Officeof Vaccines Research and Review (CBER)

FDA Public Affairs Specialist

Product Devel opment Protocols
Prescription Drug Usa Fee Ad of 1992
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PIFSI
PLA
PMA

PODS
PQRI

QSIT
RA
RCHSA
REGO
RIMS
RMS-BLA
RVIS

SAB
SAMHSA
SE
SN/AEMS
STARS
StmDT104

TB
TRIMS

UK
UMCP
USDA

VAERS
VFD
VICH

WHO
WTO

Produce and Food Safety | nitiative

Product License Application

Premarket Approval (Application tomarket medical device that
requires premarket approval)

Project-Oriented Data System

Product Quality Research Initiative

Quality Systan Inspection Technique

Rheumatoid Arthritis

Radiation Control for Health and Safety Act

Reinventing Government Initiative

Regulatory Information Management Staff (CBER)
Regulatory Management System-Biologics License Application
Residue Violation Infor mation System

Science Advisaory Baard

Substance Abuse and M ental Health Services Administration
Samonela Enteriditis

Specid Nutritional Adverse Events M onitoring System
Submission Tracking and Review System

Salmorella Tphimurium DT 104

Tuberculosis
Tissue Residue | nformation System

United Kingdom
University of Maryland-Cdlege Park
United States Department of Agriculture

Vacci ne Adverse Event Reporting System
Veterinary Feed Directive
Veterinary | nternational Conference on Harmonization

United Nations World Health Organization
World Trade Organization
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